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1 PREFACE 

1.1 GENERAL 
Title Oral Toxicity 

Sponsor 

Contact sponsor 

Test Facility 

Test Site(s) 

Lead QA 

Test SiteOA 

a) RCCLtd 
Toxicology 
Operational Unit: Safety Assessment I 
CH- 4452 ltingen I Switzerland 

b) RCC Ltd 
Toxicology 
Operational Unit: Pathology 
CH - 4452 ltingen I Switzerland 

c) RCC Ltd 
Toxicology 
Operational Unit: Diagnostic 
CH - 4414 Fullinsdorf I Switzerland 

RCC Ltd 
Quality Assurance GLP 
Toxicology 
CH - 4452 ltingen I Switzerland 
{responsible for test facility a and 
test sites band c) ----
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RCC Study Number 

Test Item 

Test System 

277 

1.2 RESPONSIBILITIES 
Study Personnel 

Study Director 

Deputy Study Director 

Laboratory Coordinator 

Principal Investigators: 

Study Phase: 
Necropsy/ Histotechnology 

Study Phase: 
Clinical Diagnostic 

Study Phase: 
Analytical Chemistry 

Study Phase: 
Pathology 

Quality Assurance: 

Head of Lead QA 

1.3 SCHEDULE 
Experimental Starting Date 
Experimentai_Completion Date 

Delivery of Animals 

Acclimatization/Pretest 

AdministrationfTreatment. 

Recovery 

Termination {Necropsy) 

Study Completion Date 

REPORT 

851277 

Rat 

W. H. Braun (a) 

Dr. B. Damme (a) 

P. Althaus Ravenstijn {a) 

Dr. K. Weber (b) 

Dr. P. Gretener {c) 

Dr. D. Konrad (b) 

I. WUthrich 

10 December 2003 
04 February 2004 

17 December 2003 

17 to 23 December 2003 

24 December 2003 to 20 January 2004 

21 January to 03 February 2004 

21 January 2004 (Allocation A) 
04 February 2004 (Allocation B) 

27 July2004 

Sanitized Version 
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1.4 ARCHIVING 
RCC Ltd (CH-4452 ltingen I Switzerland) will retain the study plan. raw data, sample of test 
item{s), specimens (as ~ong as the quality permits evaluation) and the final report of the 
present study for at least ten years. Wet tissue samples will be archived at RCC Ltd for a 
minimum of five years. Thereafter, in agreement with the Sponsor, these samples may be 
further archived at RCC Ltd or transferred to another GLP archive facility for the remainder of 
the prescribed period. No data will be discarded without the Sponsor's consent. 

Archiving of the test item is the responsibility of the sponsor. The raw data generated by the 
analytical phase of the study will be archived for at least 1 0 years at Datacare Business 
Management Systems. 3012 Heyford Park, Upper Heyford, Buckinghamshire, O~HEQ 
UK. Oatacare is not a member of the UK GLP compliance program. However. ~~e ..... ---.__. 
Quality Assurance performs annual audits of Datacare according to specific SOPs which 
have been approved by the UK GLP compliance proji.~e UK Medicines and Healthcare 
Products Regulatory Agency have been informed o~ use of the contract facility. The 
SEAC archivist. manages the flow of data to and from the contract facility (deposits and 
loans). The archivist also manages the culling program. 

1.5 TEST GUIDELINES 
The study procedures described in this report meet or exceed with the following guidelines: 

Directive 96/54/ EC, B. 7. "Repeated dose (28 days) toxicity (oral)'\ September 30, 1996 . 

.. Repeated Dose 28-Day Oral Toxicity Study in Rodents\ OECD Guidelines for the Testing of 
Chemicals, Section 4, Health Effects. Number 407, July 27, 1995. 

Japanese Guidelines for Screening, Toxicity Testing of Chemicals: Testing Methods for new 
Substances, enacted July 13. 197 4, amended December 5, 1986 

1.6 ANIMAL WELFARE 
The in-life part of this study was performed in an AAALAC-approved laboratory in 
accordance with the Swiss Animal Protection Law under license no. 35. 

1.7 ACCREDITATION 
uRCC Ltd, Toxicology" is accredited as testing ·laboratory for analysis in the fields of clinical 
laboratory investigations, hematology, coagulation and urine in accordance with the Standard 
ISO/IEC 17025 under accreditation number STS 085 by the Swiss Accreditation Service. 
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1.8 SIGNATURES 

Study Director: W.H. Braun 

. . ................ ~··.- ,/ 
date}? ,It ;cor 

Management: Dr. H. Fankhauser 

The signatures of the Analytical Chemistry PI and the Study Pathologist are included in the 
relevant attached reports. 
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GOOD LABORATORY PRACTICE 

1.9 STATEMENT OF COMPLIANCE I GLP GUIDELINES 

RCC STUDY NUMBER: 851277 

TEST ITEM: 

STUDY DJRECTOR: W.H. Braun 

TITLE: • .. ) 28-day Oral Toxicity 
(Gavage) Study in the Wistar Rat 

The purity and expiry date of the test item was not known at the beginning of administration. 
and the archiving services provided by Datacare . Business Management Systems and are 
therefore excluded from this Statement of Compliance. 

This ·sfudy has been performed in compliance with the: 

Swiss Ordinance relating to Good Laboratory Practice, adopted February 200
• 2000 [RS 

813.016.5] This Ordinance is based on the OECD Principles of Good Laboratory Practice, as 
revised in 1997 and adopted November 26th, 1997 by decision of the OECD Council [C 
(97)186/Finaf]. 

All report(s) provided by a Principal Investigator include a Statement of GLP Compliance 
signed by the PI and a Quality Assurance Statement signed by an authorized representative 
of the Principal Investigator's Quality Assurance Unit. r ~Quality was responsible for auditing the study phase performed at .. 
~ according to good scientific practice and in acco~ 
with the on the UK Good Laboratory Practice Regulations 1999. 
Statutory 1999, No. 3106 and OECD Principles on Good Laboratory Practice 
(revised 1997, issued Jan 1998) ENV/MC/CHEM (98) 17. 

Datacare Business Management Systems has been chosen as the test site's archive 
because they have been accepted as a qualified contract facility. Alth. ough D~ 
Business Management Systems is not a member of the UK GLP compliance progra~~J 
Quality Assurance performs annual audits of Datacare according to specific SOPs which 
have been approved by the UK GLP monitoring authority. 

There were no circumstances that may have affected the quality or integrity of the data. 

Study Director: W.H. Braun 
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1.10 QUALITY ASSURANCE UNIT 

RCC Ltd, Toxicologyt CH-4452 ltingen I Switzerland 

STATEMENT 

RCC STUDY NUMBER: 

TEST ITEM: 

STUDY DIRECTOR: 

TITLE: 

851277 

W.H. Braun 

Sanitized Version 

28-day Oral Toxicity 
rRat 

The general facilities and activities are inspected periodically and the results are reported to 
the responsible person and the management. 

Study procedures were periodically inspected. The study plan and this report were audited 
by the Quality Assurance Unit. The dates are given below .. 

Dates·and Types of QA Inspections Dates of Reports to 
the Study Director 
and to Management 

02 Dec2003 Study plan 02 Dec 2003 
24 Dec2003 Test item, dose preparation, test system, 24Dec 2003 

treatment, measurement 
07 Jan 2004 Process based (sampling of specimens) 07 Jan 2004 
14Jan 2004 Process based (clinical laboratory 14Jan 2004 

investigations) 
21 Jan 2004 Necropsy 21 Jan 2004 
03 March 2004 Process based (histotechnology) 03 March 2004 
13, 17-19,25, 27-28 Report 28 May2004 
May2004 

This statement also confirms that this final report reflects the raw data. 

In addition, this final report includes a QAU-Statement issued by the Test Site Quality 
Assurance Unit. 

Quality Assurance 

ATIACMM&NT PAGE 458 10 



Sanitized Version 

~C STUDY NUMBER~277 REPORT 

2 SUMMARY 

GENERAL 

In this subacute toxicity study,-was administered daily by oral 
gavage to SPF-bred Wistar rats~els of 5, 50 and 150 mglkg body 
weight/day for a period of 28 days. A control group was treated similarly with the vehicle, 
bidistilled water, only. 

The groups comprised 5 animals per sex which were sacrificed after 28 days of treatment. 
Additional 5 rats per sex and group were used at 0 and 150 mg/kg. These animals were 
treated for 28 days and then allowed a 14-day treatment-free recovery period after which 
they were sacrificed. 

Clinical signs, outside cage observations, food cons~mption and body weights were recorded 
periodically during pretest and the treatment periods. Functional observational battery, 
locomotor activity and grip strength were performed during week 4. 

At the end of the dosing and the treatment-free recovery period, blood samples were 
withdrawn for hematology and plasma chemistry analyses. Urine samples were collected at 
the same time points for urinalyses. All animals were weighed, killed, necropsied and 
examined post mortem. Histologicai examinations were performed· on organs and tissues 
from all control and high dose animals, and all gross lesions from all animals. 

From the animals of the row and middle dose groups, the spleens and mesenteric lymph 
nodes were examined to establish a no-effect level. 

MORTALITY I VIABILITY 

One female treated with 150 mg/kg/day was found dead on treatment day 17. No 
microscopic or macroscopic changes indicative for its death were noted. 

All other animals survived until their scheduled day of necropsy. 

CUNICAL SIGNS 

No observations of toxicological relevance were noted during daily general cageside 
observations and during weekly behavioral observations (week 1 ~3). 

FUNCTIONAL OBSERVATIONAL BATTERY 

No observations of toxicological relevance were noted during the functional observational 
battery (week 4). 

Grip Strength 

No test item-related differences in mean fore- or hindlimb grip strength were noted at any 
dose level. 

Locomotor Activity 

The reduction of mean locomotor activity noted in males and females treated with 150 
mglkg/day was considered to be test item-related. 

ATTACHMENT PAGE 459 11 
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FOOD CONSUMPTION 

The mean daily food consumption of the test item-treated rats was similar to or exceeded 
that of the controls. 

BODY WEIGHT 

No test item-related differences in mean body weight or body weight gain were noted at any 
dose level. 

CLINICAL LABORATORY INVESTIGA llONS 

Hematology 

No test item-related effects were noted at any dose level. 

Clinical Biochemistry 

No test i.tem~related effects. we[e. no..ted at any dose leyel. 

Urinalysis 

The increase in erythrocyte numbers noted in males and females treated with 150 mg/kg/day 
was considered likely to be test item-related. However, in the absence of related 
pathologicaVhistological findings and considering the reversibility. this finding is considered to 
be of no adverse character. 

ORGAN WEIGHTS 

Reduced mean relative spleen weights were noted in females treated with 150 mg/kg/day 
when compared to the controls. In the view of the pathology finding of atrophic changes in 
the spleen, this flnding is considered likely to represent a test item-related effect of possible 
adverse character. 

MACROSCOPIC I MICROSCOPIC FINDINGS 

At necropsy no test item-related macroscopic findings were recorded. 

PALS-atrophy and red pulp atrophy could be observed in a single female and mantle zone 
atrophy in two females treated with 150 mg/kg/day, and were accompanied by significant 
reduction of the organ weight ratio whereas similar microscopic changes (atrophy of PALS 
and mantle zone) were observed at 50 mg/kg/day. Red pulp atrophy persisted in a recovery 
female treated previously with 150 mg/kg/day. 

Lymphoid atrophy in mesenteric lymph nodes at a minimal severity was observed in two 
males treated with 150 mg/kg/day and a single female treated with 50 mg/kgfday. These 
findings resolved in the recovery group. 

Treatment-induced findings could not be observed at 5 mg/kg/day and, therefore, a 
NOEUNOAEL could be established at 5 mg/kg/day. 

All further microscopical findings noted were within the range of background findings typically 
noted for this strain an age. 

ATTACHMENt PAG£ 4GO 12 
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3 ASSESSMENT 
Oral administration of-to Wistar rats at doses of 5, 50 and 150 
mg/kg/day, for 28 day~cts on mortality and no effects on clinical 
signs, functional observational battery (including fore- and hindlimb grip strength), food 
consumption, body weight, hematology or clinical biochemistry parameters or macroscopical 
changes. 

One female (no. 51) treated with 150 mg/kg/day was found dead on treatment day 17. The 
cause of death could not be conclusively established. 

Treatment-refated findings were generalfy restricted to reduced locomotor activity in males 
and females treated with 150 mglkg/day, slightly elevated urinary erythrocytes and reduced 
relative spleen weights (only females). Test item-related microscopic changes were 
manifested by atrophic changes in spleen and mesenteric lymph nodes of animals treated · 

-. with 150 or 50 mglkg/day. These findings were not accompanied by other Indications of 
.. -stress and w.ere .therefore considered. to_b.e test item-related, and adverse as they were still 

present in one female after ~ecovery. 

Based on the resufts of this study~ 5 mglkg body weight/day of.._.__...••as 
established as the no-observed-effect-level (NOEL) and the~~ct
level (NOAEL). 

c~vi&IOf~ 
~.hl-4'ifo:~(;,~~,ii:?l®.l~~ 
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4 OBJECTIVE 

4.1 PURPOSE AND RATIONALE 
of this oral toxicity study was to assess the cumulative toxicity of 

administered daily to rats by gavage for a period of days. 
revers of treatment-related changes was assessed after a treatment-free 14·day 
recovery period. 

This study should provide a rational basis for toxicological risk assessment in man. The 
results of this study should indicate potential target organs and should identify chemicals with 
neurotoxic potential. 

-
5 MATERIALS AND METHODS 

5.1 TEST SYSTEM 
Test system 

Rationale 

Source 

Total number of animals per group 

Total number of animals 

Age at delivery 

Rat, HanBri:WIST (SPF) 

Recognized by the international guidelines as the 
recommended test system. 

RCC Ltd 
Labora1ory Animal Services 
CH-4414 FuJiinsdorf I Switzerland 

Groups 1 and 4: 10 males; 1 0 females 
Groups 2 and 3: 5 males; 5 females 

30 males and 30 females 

6weeks 

Body weight range at acclimatization Males: 138.2- 161.5 grams (mean 149.3 grams) 
119.9-131.8 grams (mean 126.1 grams) 

Identification 

Randomization 

Acclimatization 

Females: 

Cage card and Individual ear tattoo 

Computer-generated random algorithm 

Under test conditions after health examination. Only 
animals without any visible signs of illness were used 
for the study. 

ATTACHMENT PAG'E 4(;2 14 
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5.2 ALLOCATION 

Allocation Group 1* Group 2 Group 3 Group 4 

And 0 5 50 150 

Dose Levels mg/kg/day mg/kg/day mg/kglday mg/kg/day 

Males A 1 - 5 11 - 15 16-20 21-25 

Males 8 6 ·10 26-30 

Females A 31-35 41.45 46-50 51-55 

Females B 36 - 40 56 - 60 

A- Toxicity testing (termination after 28 treatment days) 
B - Recovery testing (termination after an additional 14-day recovery period) 
* -Control animals were treated with the vehicle, bidistilled water. only 

5.3 HUSBANDRY 
Room number 

Conditions 

Accommodation 

Diet 

Water 

E16, RCC ltingen (until21 January 2004) 
137, RCC ltingen (21 January 2004 onwards) 

Standard Laboratory Conditions. Air-conditioned with 
10-15 air changes per hour, and continuously 
monitored environment with a target range· for 
temperature of 22 ± 3 oc and for relative humidity 
between 30· 70 %. 12 hours fluorescent fight I 12 hours 
dark, music during the light period. 

In groups of five in Makrolon type-4 cages with wire 
mesh tops and standardized softwood bedding 
{'Lignocel' SchiU AG, CH-4132 Muttenz/Switzerland}. 

Pelleted standard Proviml Kliba 3433 (batch no. 54/03 
and 78/03} rat maintenance diet (Provimi Kliba AG, 
CH-4303 Kaiseraugst/ Switzerland) was available ad 
libitum. The feed batch was analyzed for contaminants 
(see Appendix Ill, pp. 245- 249). 

Community tap~water from ltingen was available ad 
libitum in water bottles. Results of bacteriological 
assay, chemical and contaminant analyses of 
representative samples are attached to this report (see 
Appendix II, pp. 238- 244). 

None of the contaminants analyzed in the water and 
diet is considered to have been present at a 
concentration which would have affected the validity of 
the results. 
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5.4 TEST ITEM 
Identity 

Description 

Sample number 

Purity 

Stability of test item 

Expiry date 

Stability of test item formulation 

Storage conditions of test item 

Safety precautions 

REPORT 

s 2539801 

The purity of the test item was not available prior to 
administration, hence this Information is excluded from 
the Statement of Compliance. However, the spMr · 
addressing this in a GLP compliant study, 
Reference Number AC030449. 

Stable under storage conditions 

The expiry date of the test item was not available prior 
to administration, hence this information is excluded 
from the Statement of Compliance. However, the 
sponsgr addressed this in a GLP compliant study, 

{), ~eference Number AC030449 (expiry date: 1 
January 2005). 

Dose formulations are stable for up to 7 days in the 
~ when refrigerated as demonstrated in the 
L ~tudy reference number KF030426. 

At room temperature (17-23°C) in the original container 
in the dark 

Routine hygienic procedures (gloves, goggles, face 
mask) 

The test item Information was supplied by the sponsor. 

5.5 DOSE FORMULATION 
Dose levels are in terms of test item as supplied unless otheawise stated by the 
sponsor. 

Frequency of dose formulation weekly 

All dose formulations were made by RCC. One bottle of dose formulation per dose level of 
test item was prepared. Preparation of the dosing formulations was performed on the first 
day of dosing and at weekly intervals therein until the completion of the dosing phase of the 
study. 

For each concentration o"f test formulation, the test item was weighed into a suitable tared 
glass vessel on a suitable precision balance and the vehicle (bidistilled water) added (weight: 
volume): 
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Group Dose level Dosevolum~ "C<fncentration of 

(mg/kgfday) ml/kg dose 
formulations 

.. (mg!ml) 

1 (control) 0 10 0 

2 5 10 0.5 

3 50 10 5 

4 150 10 15 

The dose formulations were then mixed on a magnetic stirrer for a minimum of 30 minutes at 
ambient temperature, and then separated into eight equal aliquots per dose level (one per 
day of dosing plus one additional). ·All aliquots were clearly labelled and stored refrigerated 
until required (see Section5.5.1} 

5.5.1 STORAGE OF DOSE FORMULATIONS 

Stability of dose formulations . 
Storage of dose formulations 

5.5.2 SAMPLING AND DOSING 

Dose formulations w.ere stable for up to 7 days in the 
~ when refrigerated as demonstrated in the 
~tudy number AH030452. 

the dose formulations were stored in the refrigerator 
(2-8°C) in the dark 

On each day of dosing one aliquot from each dose level was removed from the refrigerator, 
and stirred on a magnetic stirrer for a minimum of 30 minutes prior to use in order to 
equilibrate to ambient temperature. The aliquots were continuously stirred on a magnetic 
stirrer during the entire daily administration perio9, in order to maintain the homogeneity of 
the test item in the vehicle. 

5.5.3 ANALYSIS OF DOSE FORMULATIONS 

Analyses were performed by the Principal Investigator for the analytical phase to confirm 
satisfactory achieved con. ce~ homogeneity and stability at all levels, using a 
previously validated method .._study number: AH030452). Details of the analytical 
method were documented in the raw data generated by the Principal Investigator and the 
PrinCipal Investigator also provided an analytical phase report. 

Prior to dosingt three 3ml aliquots were taken from each of the dosing formulations, placed 
into separate small glass vials and reserved for dispatch to the sponsor for analysis. 

Analysis samples were taken on the first day of dosing, the third day of dosing, 1he seventh 
day of dosing, and the first and last day of dosing for each of the subsequently prepared 
dosing stocks. 

ATT A(;HMENT PAGE 4:65 
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In addition to the standard analysis samples detailed above. on the days of formulation, one 
3ml aliquot of each dose solution was reserved (refrigerated) prior to actual dosing. On the 
final day of usage, and after completion of dosing (prior to the preparation of a new dosing 
stock), the remainder of 1he dose preparation was also be reserved (refrigerated) for dispatch 
to the Sponsor for possible analysis. All samples were eventually sent to the Sponsor. 

Dose Formulation Sampling Schedule 

Group Pretest Week1 Week2 Week3 Week4 

Day 1 Day3 Day? Day 1 Day? Day1 Day? Day 1 

1 C1 

2 TIM/B C1/C2 C1 C1JR C1/C2 C1/R C1/C2 C1/R C1/C2 

3 T/M/8 C1/C2 C1 Cl/R C1/C2 Cl/R C1/C2 Cl/R C1/C2 

4 T/M/8 C1/C2 Cl C1/R C11C2 C1/R C1/C2 C11R C1/C2 -
T /M/B - Samples taken from top. mtddle and bottom for homogeneity analysrs (sent to sponsor) 
C1- Sample taken for analysis of concentration (sent to sponsor) 
C2 - Sample taken and retained refrigerated at RCC {sent to sponsor) 

Day7 

C1/R 

C1/R 

C1/R 

R- Sample taken from remaining dose formulation, and retained refrigerated at RCC (sent to sponsor) 

The analyses were performed by .... (KF030426) according to a HPLC/UV method 
supplied by the Sponsor. The result~sented in Appendix V. 

See pp. 367 - 382 

5.5.4 STORAGE AND SHIPMENT OF ANALYSIS SAMPLES 

All samples were appropriately labelled, stored refrigerated (less than +8°C) until ready for 
transport and then sent under frozen conditions {at approximately -20°C) to the Principal 
Investigator for the .analytical phase at the following address: 

5 .. 6 VEHICLE AND CONTROL ITEM 
Identity Bidistilled water 

5.7 TREATMENT 
Method Orat, by gavage. 

Rationale Accidental oral ingestion is a possible route of human 
exposure. 
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Daily dose levels 

Rationale for dose level selection 

Frequency of administration 

Dose volume 

Duration of acclimatization period 

Duration of treatment 

Duration of recovery 

5.8 OBSERVATIONS 

5 .. 8.1 MORTALITY I VIABILITY 

REPORT 

Group 1: 0 mglkg body weight 
Group 2: 5 mglkg body weight 
Group 3: 50 mg/kg body weight 
Group 4: 150 mg/kg body weight 

Sanitized Version 

Dose levels are expressed in terms of the test item as 
supplied. 

Based upon the results of a non-GLP 5-day dose
rang· study (RCC Number 851276) in 

Daily 

10 mllkg body weight 

7 days 

28 days 

14 days 

as administered by 

Observations for mortality/viability were recorded twice daily. 

5.8.2 GENERAL CAGESIDE OBSERVATIONS (DAILY) 

The animals were observed for clinical signs once before commencement of administration; 
twice daily on days 1-3; as well as once daily on days 4-28 and once daily during days 29-42 
(recovery). 

5.8.3 DETAILED CLINICA~ OBSERVATIONS {WEEKLY) 

The animals were observed in their home cages, outside their home cages in a standard 
arena and In the hand. These observations were performed in random sequence once before 
commencement of administration and once weekly {weeks 1-3) thereafter. 

5.8.4 FOOD CONSUMPTION 

The food consumption was recorded once during the pretest pertod and weekly thereafter, 
using an on-line electronic recording system consisting of a Mettler balance connected to the 
RCC computer. 

5.8.5 BODY WEIGHTS 

Body weights were recorded weekly during pretest, treatment and recovery and before 
necropsy, using an on· line electronic recording system consisting of· a Mettler balance 
connected to the RCC computer. 

5.8.6 FUNCTIONAL OBSERVATIONAL BATTERY 

During week 4, relevant parameters (presented in Appendix I) 
test were evaluated in all animals. 
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NB. The results of the Functional Observational Battery are presented In the summary and 
individual tables of the Detailed Clinical Observations (Weekly) under week 4. This method of 
data presentation permits a clear evaluation and assessment of weekly clinical signs 
observed during the study. 

GRIP STRENGTH 

Forelimb and hind limb grip strength measurements were performed using a push-pull strain 
gauge (Mecmesin, AFG 25N). The animals were placed with the forepaws inside a triangular 
grasping ring and with the hind paws outside a triangular grasping ring. Using one hand, the 
animals were held towards the base of the tail and steadily pulled away or towards the ring 
until the grip was broken. Each measurement was repeated three times, the means were 
calculated and recorded. 

LOCOMOTOR ACTIVITY 

Locomotor (decreased o.r increas.ed) activity was_. measured quantitatively with Activity 
Monitor AM 1052 system (Benwick Electronic Equipment Design Manufacture, England). 
Animals were randomized and monitored during the fourth treatment weak for a 60-minute 
period and the total acUvity of this time period was recorded. 

Low beams count was reported in 15·minute intervals as well as the total activity of the 
measuring period. 

5.9 CLINICAL LABORATORY INVESTIGATIONS 
Blood and urine sampling: 
after 4 weeks 
after 6 weeks 

21 January 2004 (Allocation A and B) 
04 February 2004 (Allocation B) 

Blood samples for hematology and clinical biochemistry were collected from all animals 
under light isoflurane anesthesia. The animals were fasted in metabolism cages for 
approximately 18.hours before blood sampling but allowed access to water ad libitum. Blood 
samples were collected early in the working day to reduce biological variation caused by 
circadian rhythms. Blood samples were drawn from the retro-orbital plexus using a micro
hematocrit glass capillary tube. 

Urine was collected during the 18-hour fasting period into a specimen vial. 

In the summary and individual tables the names of some parameters have been abbreviated. 
Any abbreviation has been defined in Appendix IV. 

Detailed methodology, abbreviations and general remarks are described in Appendix IV. 

Clinical laboratory data are expressed, with a few exceptions, in general accordance with the 
International System of Units (SI). 

c:VI&IDN 
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5.9.1 HEMATOLOGY 

The following hematology parameters were determined: 

Erythrocyte count 
Hemoglobin 
Hematocrit 
Mean corpuscular volume 
Red cell volume distribution width 
Mean corpuscular hemoglobin 
Mean corpuscular hemoglobin concentration 
Hemoglobin conc~mtratlon distribution width 
Platelet (thrombocyte) count 
Reticulocyte count 

5.9.2 CLINICAL BIOCHEMISTRY 

Reticulocyte maturity index 
Methemoglobin 
T otalleukocyte count 
Differential leukocyte count 
Coagulation: 
Thromboplastin time 
Activated partial thromboplastin time 

·The following clinical biochemistry parameters were determined; 

Glucose 
Urea 
Creatinine 
Bilirubin. total 
Cholesterol. total 
Triglycerides 
Phospholipids 
Aspartate aminotransferase 
Alanine aminotransferase 
Lactate dehydrogenase 
Glutamate dehydrogenase 
Creatine kinase 

5.9.3 URINAL VSIS 

Alkaline phosphatase 
Gamma"glutamyl·transferase 
Sodium 
Potassium 
Chloride 
Calcium 
Phosphorus inorganic 
Protein, total 
Albumin 
Globulin 
Albumin/Globulin ratio 

The following urinalysis parameters were determined: 

Volume (18 hours) 
Specific gravity (relative density) 
Color 
Appearance 
pH 
Nitrite 
Protein 

5.10 PATHOLOGY 

5.10.1 NECROPSY 

Sacrifice: 
after 4 weeks 
after 6 weeks 

Glucose 
Ketones 
Urobilinogen 
Bilirubin 
Erythrocytes 
Leukocytes 

21 January 2004 (Allocation A) 
04 February 2004 (Allocation B) 

All animals were weighed and necropsied. 
were recorded. 
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All animals surviving to scheduled necropsy were anesthetized by intraperitoneal injection of 
sodium pentobarbitone and killed by exsanguination. 

Samples of the foJiowing tissues and organs were collected from all animals at necropsy and 
fixed in neutral phosphate buffered 4 % formaldehyde solution (unless otherwise indicated): 

Adrenal glands 
Aorta 
Bone (sternum, femur including joint) 
Bone marrow (femur) 
Brain (at least 3 levels) 
Cecum 
Colon 
Duodenum 
Epididymides (fixed In Bouln's solution) 
Esophagus 
Eyes with optic nerve {fixed in Davidson's 
solution) - ---------
Harderlan gland (fixed in Davidson's solution} 
Heart 
Ileum, with Peyers patches 
Jejunum with Peyer's patches 
Kfdneys 
Larynx 
Lacrimal gland (exorbital) 
Liver 
Lungs (Infused with formalin at necropsy) 
Lymph nodes (mesenteric, mandibular) 
Mammary gland area 
Nasal cavity 

Ovaries 
Pancreas 
Pituitary gland 
Prostate gland 
Rectum 
Salivary glands (mandibular, sublingual} 
Sciatic nerve 
Seminal vesicles 
Skeletal muscle 
Skin 
Sprnareora(cervtcal; midthoracic, lumbar) 
Spleen 
Stomach 
Testes (fixed In Bouin•s solution) 
Thymus 
Thyroid (incl. parathyroid gland) 
Tongue 
Trachea 
Urinary bladder (infused with formalin at 
necropsy) 
Uterus 
Vagina 
Gross lesions 

5.10.2 ABSOLUTE AND RELATIVE ORGAN WEIGHTS 

The following organ weights were recorded on the scheduled dates of necropsy: 

Brain 
Heart 
Liver 

Thymus 
Kid111eys 
Adrenals 

Spleen 
Testes 
Epididymides 

Ovaries 

The organ to terminal body weight ratios as well as organ to brain weight ratios were 
determined. 

The determination of the terminal body weight was performed immediately prior to necropsy. 

5.10.3 HISTOTECHNIQUE 

AJJ organ and tissue samples, as defined under Histopathology (following). wer~ processed, 
embedded and cut at an approximate thickness of 2 to 4 micrometers. and stained with 
hematoxylin and eosin. 
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5.10.4 HISTOPATHOLOGY 

Slides of all organs and tissues listed in boldface type (see Necropsy, above) which were 
collected at scheduled sacrifice from the animals of control and high-dose groups were 
examined by a pathologist. 

Organ and tissue samples taken from animals Which died spontaneously or which were killed 
in extremis were evaluated similarly to those organs taken from animals of the high·dose 
group. 

Because treatment-related morphologic changes were detected in the organs of high-dose 
animals, the same organs (spleen, mesenteric lymph node) from animals of the mid- and 
low-dose groups were examined. 

5.11 DATA COMPILATION 

5.11.1-- G·ENERAL 

The following data were recorded on-line: food consumption, body weights, organ weights 
and macroscopic findings at necropsy and histopathology. Locomotor activity was recorded 
on-line, and the results were printed and transcribed for compilation and analysis into the 
computer system (RCC-TOX UMS). 

Clinical laboratory data were recorded on-line (Bayer Advia 120, Roche/Hitachi 917 Discrete 
Random-Access Analyzer, Mlditron M Semi-Automated Urine Chemistry Analyzer) or on data 
sheets (STA-Analyzer, OSM3 Hemoximeter, diverse refractometers and light microscopes) 
and then transferred to the computer system. 

Cageside and detailed clinical signs, data from the functional observational battery and grip 
strength were recorded on data sheets and transcribed for compilation and analysis into the 
computer system. 

The computer-generated values which appear in the tables represent the rounded-off results 
of the raw data values or of calculatiohs which used the exact raw data values. 

Group means were calculated according to the definition of any mean value using the 
individual values per animal and the number of animals. 

5.12 DATA CALCULATION 

5.12.1 FOOD CONSUMPTION 

The food consumption was calculated per rat and per food consumption interval. It expresses 
the average food consumed per animal and per day over the food consumption interval. 

FC=_Q_ 
AD 

where 

FC is Food consumption in grams of food per animal and day; 
C is measured food consumption in grams per cage over the consumption interval and 
AD is total consumption days over all animals in the cage during the con~um tion interval. 
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5.12.2 RELATIVE FOOD CONSUMPTION 

The refative food consumption was calculated according to the following formula: . 

AFC:::; [_!9_Jx 1000 
BW(i) 

where 

BW (i) is the most ideal body weight in grams or the body weight (of the corresponding rats) 
recorded on the day most close to the middle of the food consumption interval. In cases of 
equal "closeness• of two body weight records the later one was chosen; 
RFC is relative food consumption in grams of food per kg body weight and day. and 
FC is food consumption in grams of food per animal and day. 

5.13 STATISTICAl ANALYSIS _______ ... _ ·-----· 
The following statistical methods were used to analyze the grip strength, locomotor activity, 
body weight, organ weights and ratios, as well as: 

• The Dunnett-test (many to one t-test) based on a pooled variance estimate 
were applied if the variables could be assumed to follow a normal distribution 
for the comparison of the treated groups and the control groups for each sex. 

• The Steel-test (many-one rank test) were applied instead of the Dunnett-test 
when the data can not be assumed to follow a normal distribution. 

• Fisher's exact-test were applied to the macroscopic findings. 

The following statistical methods were used for statistical analysis of clinical laboratory data: 

• Quantitative data were analyzed by a one-way analysis of variance (ANOVA) 
when the variances are considered homogeneous according to Bartlett. 
Alternatively, if the variances are considered to be heterogenous (p$0.05), a 
non-parametric Kruskai-Wallis test was used. Treated groups were compared 
to the control groups using Dunnetfs test if the ANOVA was significant at the 
5°/o level and by Dunn's test in the case of a significant Kruskai-Wallis test 
(p:5:0.05). 

References : 

C.W. Dunnett A Multiple Comparison Procedure for Comparing Several Treatments with a Control, J. 
Amer. Stat Assoc. 50, 1096-1121 (1955). 

S.C. Gad and C.S. Weif: Statistics and Experimental Design for Toxicologists. The Telford 
Press,Caldwell, New Jersey, 43-45 (1986). 

W.H. Kruskal and W.A. Wallis: Use of ranks in one-criterion variance analysis. Journal of the American 
Statistical Association, 47, 583-621 (1952). 

O.J. Dunn: Multiple comparisons using rank sums. Technometrics 6, 241-252 (1964). 

R.G. Miller: Simultaneous Statistical Inference. Springer Verlag. New York (1981). 

A.A. Fisher: Statistical Methods for Research Workers, Oliver and Boyd, Edinburgh {1950). 
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6 RESULTS 

6.1 VIABILITY/MORTALITY 
One female (no. 51) treated with 150 mg/kg/day was found dead on treatment day 17. No 
microscopic or macroscopic changes indicative for its death were noted and therefore, this 
death was considered to be not related to the treatment with the test item or the treatment 
procedure itself. 

All other animals survived until their scheduled day of necropsy. 

See pp. 92 - 99 

6.2 OBSERVATIONS 

--6.2;1--GENERAL CAGESIDE OBSERVATIONS (DAILY) 

No observations of toxicological relevance were noted during daily general cageside 
observations. 

Dyspnea was noted during daily observations in one female (no. 52) treated with 150 
mg/kg/day on day 17 of treatment. This transient clinical sign was considered to be of no 
toxicological relevance. 

See pp. 40-47, 100- 159 

6.2.2 DETAILED CLINICAL OBSERVATIONS (WEEKLY) 

No observations of toxicological relevance were noted during weekly behavioral observations 
(weeks 1-3). 

Dyspnea was noted during week three of treatment in one female (no. 52) treated with 150 
mglkg/day. This transient effect was considered to be of no toxicological relevance. 

See pp. 48 - 49, 160 - 171 

6.2.3 FUNCTIONAL OBSERVATIONAL BATTERY 

No observations of toxicological retevance were noted during the functional observational 
battery (week 4). 

Sedation was noted during functional observational battery in two males treated with 150 
mg/kg/day and dyspnea was noted in three males treated with 150 mg/kg/day. Insofar as 
these effects were not later noted during daily cageside observations, they were considered 
to be of no toxicological relevance. 

See pp. 172 • 174 

Grip Strength 

No test item-related differences in mean fore- or hindlimb grip strength were noted at any 
dose level. 
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The mean fore- and hindlimb grip strength values of females treated with 5 mg/kg/day were 
significantly higher (p<0.01) than that of the control females. In the absence of similar 
findings at higher dose levers. these findings were considered to be incidental and not test 
item-related. 

The mean forelimb grip strength of males treated with 150 mg/kg/day was significantly lower 
(p<0.05) than that of control males. In the absence of a similar finding in the mean hindlimb 
grip strength of these males or changes in the females at this dose level, these findings were 
considered to be incidental and not test item-related. 

See pp. 50, 175 

Locomotor Activity 

lhe significant (p<0.01) reduction of total mean locomotor activity in males and females 
treated with 150 mglkg/day (0-60 minutes) was considered to be test item-related as was the 
reduction in mean locomotor activity in males and females treated with 150 mg/kg/day from 
0-15 minutes (p<0.01), in males treated with 150 mg/kg/day from 15-30 minutes (p<0.01) 
and from 45-60 minutes (p<0.05) and in females treated with 150 mg/kg/day from 30-45 
minutes (p<0.01 ). 

Significantly reduced mean locomotor activity was noted in males and females treated with 5 
mglkg/day from 15-30 minutes (p<0.05). In the absence of differences at 50 mg/kg/day, 
these findings were considered to be fortuitous. 

See pp. 51 -52, 176 -177 

6.3 FOOD CONSUMPTION 
The mean daily food consumption of the test item-treated rats was similar to or exceeded 
that of the controls. 

See pp. 31- 34, 53-64, 1'78 -193 

6.4 BODY WEIGHTS 
No test item-related differences in mean body weight or body weight gain were noted at any 
dose level. 

The mean body weight of males treated with 150 mg/kg/day was significantly higher (p<0.05) 
on day 15 of treatment than that of the control males. This transient difference was 
considered to be unrelated to the treatment with the test item. 

A significant reduction in mean body weight gain was noted in males treated with 5 
mglkg/day (p<0.05) from day 15 of treatment onwards. In the absence of. a dose-response 
relationship, these findings were considered to be incidentaf and not test item-related. 

See pp. 35 - 38, 65 - 76, 194 - 209 
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6.5 CLINICAL LABORATORY INVESTIGATIONS 

6.5.1 HEMATOLOGY 

No test item-related effects were noted at any dose level. 

After 4 Weeks 

Significantly decreased mean hemoglobin and hematocrit levels were noted in females 
treated with 5 mg/kg/day (p<0.05) and significantly decreased mean corpuscular hemoglobin 
concentrations were noted in females treated with 50 mg/kg/day (p<0.05) when compared to 
the control group. Females treated with 150 mglkg/day had significantly decreased mean 
absolute platelet count (p<0.05) when compared with the control. 

In the absf)nce of similar effects in males and in the absence of dose-response relationships, 
these findings were considered to be incidental and not test item-related. 

After 6 Weeks ---- ---- .. 
Males treated previously with 150 mg/kg/day had significantly decreased mean relative 
middle fluorescent reticulocyte counts (p<0.05) and significantly increased mean relative high 
fluorescent reticulocyte counts (p<0.05) when compared to controls. Significantly increased 
mean relative and absolute neutrophil leucocyte counts (p<0.05) and eosinophil leucocyte 
counts (relative and absolute: p<0.01) were noted in males treated with 150 mg/kg/day. 
Mean relative lymphocyte counts were significantly reduced in males treated with 150 
mg/kg/day (p<O.OS). 

Significantly increased mean hemoglobin concentration distribution width was noted in 
females treated with 150 mg/kglday (p<0.01) when compared to the controls. Significantly 
decreased mean relative and absofute reticulocyte counts were noted in females treated with 
150 mg/kg/day (p<0.05) and significantly increased mean relative low fluorescent reticulocyte 
counts were noted in females treated with 150 mg/kg/day (p<0.01 ). Significantly decreased 
mean high fluorescent reticulocyte counts were noted in females treated with 150 mg/kg/day 
(p<0.05) .. 

In the absence of similar findings at the end of the treatment period and of correlation 
between the findings in males and those in females, these findings are considered to be 
incidental and not test item-related. 

See pp. 250 - 366 

6.5.2 CLINICAL BIOCHEMISTRY 

No test item-related effects were noted at any dose levels. 

After 4 Weeks 

Males treated with 150 mg/kg/day had significantly increased mean creatinine levers 
(p<0.05) when compared to the controls. Significantly decreased mean total protein levels 
were noted in males and females treated with 50 mg/kg/day (p<0.05) and in males treated 
with 150 mg/kg/day (p<0.05) and a significantly decreased mean albumin level was noted in 
males treated with 150 mglkg/day (p<0.05) and in females treated with 50 mg/kglday 
(p<0.05). Females treated with 150 mg/kg/day had significantly reduced mean glutamate 
dehydrogenase levels (p<0.05) when compared to controls. In the absence of clear dose
response relationships and in the absence of similar findings in the opposite . e 
findings were considered to be incidental and not test item-related. 
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After 6 Weeks 

Females treated with 150 mg/kg/day had significantly reduced mean alanine transferase 
levels (p<0.05) when compared to controls. In the absence of a similar finding in males, this 
finding was considered to be incidental and not test item-related. 

See pp. 250-366 

6.5.3 URINALYSIS 

No adverse test item-related findings were noted at any dose levels. 

After 4 Weeks 

The significant increase in erythrocyte numbers noted in males and females treated with 150 
mg/kg/day (p<0.01) was considered likely to be test item-related. In the absence of related 
pathologicaVhistological findings and due to the reversibility of the effect, this finding is 
considered to be not adverse. 

- -··- ------ -- ~--··--·· . 
Males treated with 150 mg/kg/day showed signjficantly decreased mean total urine volume 
(p<0.05) and significantly increased mean relative density and ketone levels (p<0.05) when 
compared to the controls. These findings were considered to be incidental and not adverse. 

After 6 Weeks 

No significant differences in urine analysis parameters were noted a1ter 6 weeks. 

See pp. 250 - 366 

6.6 PATHOLOGY 

6.6.1 ORGAN WEIGHTS 

After 4 Weeks 

The absolute and relative organ weights of the test item-treated males compared favorably to 
those of the controls. 

Significantly reduced mean relative spleen-to-body weights were noted in females treated 
with 150 mg/kg/day {P<0.05) when compared to the controls. In the view of the microscopic 
finding of atrophic changes in the spleen, this finding is considered likely to represent a test 
item-related effect of possible adverse character. 

After 6 Weeks 

Significantly elevated mean absolute liver weights were noted in males treated with 150 
mg/kg/day (p<0.01) and significantly reduced mean absolute testes weights were noted in 
males treated with 150 mg/kg/day (p<O.OS) when compared to the controls. Significantly 
reduced mean relative brain and testes weights were noted in mates treated with 150 
mg/kg/day (p<O.OS) when compared to the controls. Significantly elevated mean liver-to-brain 
weights were noted in males treated with 150 mglkg/day (p<0.01 ). 

Insofar as these organs were not affected after 4 weeks of treatment, these changes were 
not considered to be test Item-related. 

See pp. ,79 - 90, 218 - 234 
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6.6.2 MACROSCOPIC FINDINGS 

Dark red discoloration of the lungs was noted for the female treated with 150 mg/kg/day that 
died on day 17 of treatment (no. 51). These findings were considered normal in 
spontaneously dying animals and were neither test item- nor administration-related. 

Dark red foci in the thymus were noted for one male treated with 150 mg/kglday and dark red 
discoloration of the thymus was noted for one male treated with 5 mg/kg/day. Dilation of both 
uterine horns and watery fluid content of uterus. was noted for one female treated with 50 
mg/kg/day. Dark red foci in the thymus were noted in one control female and in one female 
treated with 50 mglkg/day. 

These findings were considered to be within the range of normal background lesions which 
may be seen in rats of this age and strain in oral toxicity studies and were considered 
incidental and not test item-related. 

See pp. 77-78, 210-217 

6.6.3 MICROSCOPIC FINDINGS 

Treatment related findings could be established in two lymphatic organs. In the spleen, 
atrophic changes in periarteriolar lymphatic sheets (PALS) and the marginal (mantle) zone 
as well as red pulp atrophy could be found at minor severity degrees. PALS-atrophy and red 
pulp atrophy could be observed in a single female and mantle zone atrophy in two females 
treated with 150 mg/kg/day, and were accompanied by significant reduction of the organ 
weight ratio whereas similar microscopic changes (atrophy of PALS and mantle zone) were 
observed at 50 mg/kg/day. Red pulp atrophy persisted in a recovery female treated 
previously with 150 mg/kg/day. 

In the spleen of rats treated previously with 150 mg/kg/day, an increased incidence and 
severity of extramedullary hematopoiesis could be found that was paralleled by an 
insignificantly increased organ weight ratio or organ brain weight ratio. 

Lymphoid atrophy in mesenteric lymph nodes at a minimal severity was observed in two 
males at 150 mg/kg/day and a single female at 50 mg/kg/day. These findings resolved in the 
recovery group. 

The remainder of microscopic findings recorded were considered to be within the range of 
normal background lesions, which may be seen in rats of this strain and age in oral toxicity 
studies and were considered incidental, reflecting the usual individual variability. 

See pp. 383-499 
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7 
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2 

- - - - GROLP 3 (50 MG/KG> 
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3 

RECOVERY 

4 
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Sanitized Version 

~277 

DAILY CAGE .. SIDE OBSERVATIONS, SUMMARY 

GROUP 1 (CONTROL), MALES 

Study day I treatment 
PARAMETER SCORE P 1 2 3 4 5 6 7 s 9 10 11 12 13 14 15 16 17 18 19 20 21 

No of animals in gr. 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 
APP •..• ~.i~_?.~.~~-~~~':! ................. ..... ~.:?..... ..... ...... ...... ....... ...... _.. ....... ..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... . .... , ...... .. ......... . 

.... ~.~!!~~!~?.~ ..................... ..... ~:.~.... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... . ........... '"'" ...... ...... ....... ...... .. .. . 
Hunched posture 1 

MOT Ataxia 1-3 

BEH 

RES 

APP 

MOT 

BEH 

::~r~~~~!!.~I~9F.Eq:=~· :~:E?.::: ~::: ::::: :::::: ~::::: :::::: :=: ==· :::::: ~::::: ::~:: :::~: ::::: ::::: :::: :::: :::: :::::· ::::: :::~ :::.:: ::::: :::: 
Prostration 1 

,,.,!::'.¥1?.~?..<?.~!~i0~000 ,. 0000000000 0000010~~"" nooooo oOooo' •oooU oooooo oooon 000000 oouooo 000000 oOOOOO UoH """ """ ooOOoO 00oooo oooooo , .... , Moooo oooooo ~00000 "'"' oooooo oooooo 

Somnolence 1-3 

::::~~~;~~;~:::~===::::::: :::~:i:: ~:=: :::: ::: :::::::: :=:: =::: =::: ::::: :::::::::: :::: ~=::: .::::: :::: == ·=== :::: ::::::~::. ::::: =::: 
Bradypnea 1 

Treatment Study day 1 recovery 
PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 

No of animals in gr. 10 10 10 10 10 10 10 s 5 5 s 5 5 5 5 5 5 5 5 s s 

.... ~-~~!~ .............. ~ .................. ~.:.~·-· ...... ...... ...... ....... ...... ..... ...... ...... ...... ...... ...... ...... ...... ...... --· ................................... . 

.... I.!.~.r:!??.!!~!~~!:!!!:'it ........... ~.:~ ............. ~ ................................................... ! .................................................................. . 
Prostration 1 

.... !:!Y.f?.~!~.~~!~~!Y.~ .................. ~.:.~.... ..... ..... ...... ....... ...... ...... ....... ...... ...... ...... ...... ...... .. ...................... -·~- ...... . ................ . 
Somnolence 1·3 

Abbreviations: 

APP ::;; Appearance 
MOT=Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P =Pretest examination (during acclimatization) 

[] = No animals affected 

n = Number of affected animals 
n· = Mean severity between 1.00 and 1.67 
n+ = Mean severity between 1.68 and 2.33 
n! ::: Mean severity between 2.34 and 3.00 

ATTACHMf!WT PAGE 488 40 



Sanitized Version 

~1_277 

DAILY CAG E .. SIDE OBSERVATIONS, SUMMARY 

GROUP 2 (LOW DOSE), MALES 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

No o1 animals ln gr. s s s s 5 s s s s s s s s s 5 5 s s s s 5 s 
APP Piloerection 1·3 

-··-s·aiiV'aii·c;r;~---.. -· .. ·:·-··· ·-1·:·3···· ........ ft... ..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ..... .. ................. ····- ........................ . 

··-HunC"ti;d··p-<>~"t·~~;-.. ·· ....... 1······ ...... ...... ·-··· ....... ...... ...... ...... ...... .. .......... ·-··· ...... "'... ...... ...... ...... ....... ...... .. ..................... .. 
MOT Ataxia 1-3 

:::I!~~ri.!;I~~E~~:::: ~~I~=::::::: ::~~ :::::: ·~::: ::::: ::~:: ::::: ::=~ :::~: .~=- =:~ :=:: ::~= ::::: ::::: :::~: :::::: ::::: ~:::: .:::: ::::: ~::: 
Prostration 1 

BEH ..... tJJ.E~.~~2.!!!'}.~ .............. ; .... ~.~-~~- ......................................... •m•• ...... ··- ...... .. ... ~ ......................................................... .. 
Somnolence 1·3 . . 

RES Dyspnea 1 

::J~E!lf.P.~~~~-~::~::::~: ·~::~:I:::: ·:~~~ ~::: :::: .::::. :::: :::::: ·::: :::::: :::: =~~ ::::~ :::: ::: .::::: ::::: :::::: .:::::. :::::: :::: :::: :::::~ ::: 
Bradypnea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

No of animals in gr. s s s 5 5 s s 

APP .... ~.i~.~~~~!~~ ...................... ).:~-- ....... ...... ...... ..... ...... ...... . .... . 
Salivation 1·3 ·-·-····-··· .. ····· .. ···-·····--······~- ......... -....... ·- ........ -···· ................. -·-· -·- ....... . 
Hunched posture 1 

MOT Ataxia 1-3 

::::!!~£!~~~~L~~::~:: ::::E?.::: :::~· ::::~ ~::: :::~: ::::: ~::: :::. 
Prostration 1 

BEH .... !!YJ?.~!.~.£!!!'.i!Y. ..... m....... .. .. 1.:~."' ,..... ...... . ............................ . 
Somnolence 1-3 

RES .... Q.Y.~!!~ .......................... -1...... ....... ...... ...... ....... ..... , .. _, ... .. 
Tachypnea 1 .............................................. .............. ...... ...... . .............................. . 
Bradypnea 1 

Abbreviations: 

APP = Appearance ? 

MOT=Motor 
BEH = Behavioral 
RES= Respiration 
MJS = Miscellaneous 
P =Pretest examination {during acclimatization) 

[] = · No animals affected 

n = Number of affected animals 
n- Mean severity between 1.00 and 1.67 
n+ Mean severity between 1.68 and 2.33 
n! = Mean severity between 2.34 and 3.00 

ATTACHMf!NT PA8 489 41 



Sanitized Version 

~1277 

DAILY CAGE-SIDE OBSERVATIONS, SUMMARY 

GROUP 3 (MID DOSE), MALES 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 16 19 20 21 
No of animals in gr. 5 6 6 5 5 5 6 5 s 6 5 5 5 5 5 5 5 5 5 S 5 5 

APP .... f!~~~~<?_ti~':! ............ "''' .. J:.~.... ..... ...... .. ....... - ...... ...... ..... . ........... !-..... ...... ...... • ..... '"'" ...... ...... ...... ...... ...... ....... ...... .. .. .. 
Salivation 1-3 

·············--··-···· .. -··············-· ... -......... •••••• • ..... ··-·· _ .... "''" ...... ·-···· ..... ,. ........ ...... ....... ...... • ..... tttJtt ...... ...... ...... •••••• • ............. -···· -··· 

Hunched posture 1 
MOT Ataxia 1-3 

~:::i!i!.!!i~~~~!iliE~~:~~:: :I:~::::::: ::::. ~::: ::: ::::: ::::: ·::::: ::::: ~:::: :~~:: ::::· ::::: ::::: ·::::: ::::. ·:: :::: :=: ::::: ::~~ ::=:: ::::: 
Prostration 1 

· BEl-l Hyperactivity 1-3 · .... s·c;~~·c;i-;;;~~-................... 1·:3.... ...... ..... . .............................. m.. ...... ._... ...... ··-- ...... ...... ...... ...... ....... ...... ...... ...... ...... .. ... . 

RES ... ~'?.Y.~E~-~~ .............................. !...... ...... ...... ...... .. ... ·-·- ...... ..... ...... ...... ...... ...... ...... ...... ..... ...... ...... ...... .. .... ··~-- ....... ...... . ... .. 
..... I.~~h.Y.f?.~.'?.~ .. "'''""'"'"" ....... 2 ...... 1-... ...... ...... ..... ...... ...... ...... ...... ...... ...... ...... ·-·- ···-· ..... ...... ...... ...... ...... ...... ...... ...... • .... . 

Bradypnea 1 

Treatment 
PARAMETER SCORE 22 23 24 25 26 27 28 

No of animals In gr. 5 s 5 5 5 5 5 
APP Piloerection 1-3 .... saiivaii<>il ............. _ .......... 1.:3... ~ .......... --- ·--· ·--· .......... .. 

.............................................. ............... ...... ...... ··-.. :-·-.................... . 
Hunched posture. 1 

MOT ..... ~~~~~-........ - .................... ~.::~ .... _... .. .... ·-- .......... ~ ............ . 
.... I!.!':~<!!f.t!!i!!?.'l~!?.~ ......... J.::~ ......... ; ...... ...... ...... ...... . ........... . 

Prostration 1 

BEH .... t'.Y.~!~.9]YJ.!Y................ ..J.:.?. ....... - ··-- .... ..;. ...... ...... .. ......... .. 
Somnolence 1-3 

RES Dyspnea 1 

::::I.~~h.Y.P.~~::::::~:::~:: .~:~:r:~: ::= :::: :=: ~~:: :::::: ~:::: ::=: 
Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P = Pretest examination (during acclimatization} 

[] = No animals affected 

n = Number of affected animals 
n- Mean severity between 1.00 and 1.67 
n+ :;; Mean severity between 1.68 and 2.33 
n! = Mean severity between 2.34 and 3.00 

ATTACHMENT PAGE 490 42 



Sanitized Version 

~2~7 

DAILY CAGE-SIDE OBSERVATIONS, SUMMARY 

GROUP 4 (HIGH DOSE), MALES 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

No of animals in gr. 10 10 10 10 10 10 10 10 10 10 10 10 10 to 10 10 10 10 10 10 10 10 

APP Piloerection 1-3 
·-·saii:;ai·i-~n·--· ............... ···;:-3-......... -.... ..... -· ....... ~ .............. __ ...... ·-·... ...... -·- _ .... ·-... .. .................................. M.... .. .. .. 
···---.................................... ~'-"""""''' ....... ·~·.. ...... ....... ...... ''"" ...... ''"" ''"" ...... """' """ "'"" "'" ............ '""" ...... .. .... '""" ...... '"'" 

Hunched posture 1 

MOT Ataxia 1-3 ··---·· .. ········-.. ·············--·· ................... , ...... ,_ .. , ............................................................................................... _, ............... . 
.... I.!.~~?!.~~~~!:lf.'.Q_ .... , ""'~-~.~ .... ''"'" ...... ...h. ...... ...... .. .... ·-- ...... ...... . .. ~. ...... ...... .. ............... ~ ...... ..... ...... ...... ...... ...... """ 

Prostration 1 · 

BEH .. -tL~.::.~.'?.!!~~!Y. ......... ___ ... J.:~ .. - .. ,,_ .................. ""'' .... _ ~-'""' ·-" ............. """ ...... . .... 1-.. -· '""' ...... ..... ...... ...... ...... ...... .. .. .. 

Somnolence 1-3 . -

RES 

Treatment study day_/ recovery 

PARAMETER 

No of animals in gr. 10 10 10 10 10 10 10 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

APP Piloerection 1-3 ..... &ii;~iYO"~--...................... 1:·3-· '""" ...... ...... ...... ..... ...... ...... ...... ...... ..... ..... ...... ...... ....... ...... ...... . ........................... . 
................. _ ......... """"'"""'" .............. ...... ...... ··-- ....... . ....................... r--- ... - ...... ...... ...... ...... ·•·•· .................................. .. 

Hunched posture . 1 

BEH .... .'::tY.P..~!~_9.tjy}.~Y. .................... ~.:~ .... _, ..................... ·-" ............. ·-- .................. ~ .............................................. - .......... . 
Somnolence 1·3 

RES ..... 9-Y .. ~!.l!:~ ............................. ! ...... ,_.... ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ...... . ... .. 
.... I~E!:!Y.P.~~~ ........................ !...... ...... ...... .. ...................... !--·-.. ...... ...... ...... ...... .. .... -·-· ...... ...... ...... ...... ...... .. ............... .. 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS ... Miscellaneous 
P::: Pretest examination {during acclimatization) 

[] = No animals affected 

n = Number of affected animals 
n· = Mean severity between 1.00 and 1.67 
n+ = Mean severity between 1.68 and 2.33 
n! = Mean severity between 2.34 and 3.00 

C'\I'ISION 
"~*~Qt.,,QGI~ 
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Sanitized Version 

~277 

DAILY CAGE-SIDE OBSERVATIONS, SUMMARY 

GROUP 1 (CONTROL), FEMALES 

Study day /treatment 
PARAMETER SCORE P 1 . 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

No of animals in gr. 10 10 10 10 to 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 

APP __ P.J!2!!.!~£.~~~.~~··········~-·· ... ..!.:.~ .... ··-· ·-- ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... .. .... -·-~ ...... ...... ....... ...... ...... ...... ...... .. .... 
Salivation 1·3 ....................................................... __ ....... ...... ...... ..... ...... ...... ...... ...... ...... ...... ...... .•.... ...... ...... ...... ...... ...... ...... ...... ....... ...... ... ... 
Hunched posture 1 

MOT Ataxia 1·3 .... :r;-e;:;;~;:iiwi'i~hi;;·9 ............ ;·:3.... ...... ...... ...... ....... ...... ..... -w· ............. ~ ........ _ ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... .. .. .. 
.... ;;~;;-5t·.:a-iion .......................... 1...... ..... ...... .. ....................... -··-· ...... ...... ...... ...... ...... .._ .. ·--· ...... ·-·- ...... ...... ...... ...... ...... ,_ .. . 

BEH ..... ~~P..~!.~.~!!Y.l~Y. ............... __ !:-! ........................................................................... "'"' ............................................ ~·-· 
Somnolence 1-3 

RES .... Q~~.J?.!).!~ ............................. ~ ..................................................................................................................... ~ ...................... .. 
.... !~~~}!1?.~.~~ ................... ...... J....... ..... ...... ...... ....... ...... ·-·· ....... ...... .. ............... ~ ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... .. ... . 

Bradypnea 1 

Treatment Study day I recovery 

PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 

No of animals in gr. ·to 10 10 10 10 10 10 5 5 5 5 5 5 5 5 5 5 5 5 5 5 

APP . Piloerection 1-3 ..... saiiV.aiiOil .......................... 1:3·-· .................. ~--.. ·- ..... . ..... -·-· ...... ··-·· ...... ··-- ...... ....... -·- ...... . ................................. .. 
-···Hu.nc"h;'d-p;;;i·u;e ............ ,...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... ...... ...... ...... ...... ...... ...... ..... . ................ .. 

BEH ..... t!}!e~!'.~~Y,i.~ ................... ~.:~.... ...... ...... ...... ..... ..... ...... ...... ...... ...... ..... _ ..................... ~ ...... ...... ...... ...... ...... ...... "'"' 
Somnolence 1-3 

RES .... f?.Y.~P.!:l.~.t;! ....................... ...... 1 ...... """ ...... ...... ...... _ .. , ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... .. .................................. . 
... J~~~Y.P..~.~~uooOOOOO .. OOOH>OO OOoOOOO~OOHOM '""' OOOooo ...... >oOOooo 000000 OOHoo ....... ooOUo ...... HOMo 00-00 ...... OHOOO 000000 ""'' ...... OHM- .. _ '""' HOOU .... _ 

Brady_pnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES= Respiration 
MIS = Miscellaneous 
P =Pretest examination (during acclimatization) 

[]:::: No animals affected 

n = Number of affected animals 
n- Mean severity between 1.00 and 1.67 
n+ = Mean severity between 1.68 and 2.33 
n! = Mean severity between 2.34 and 3.00 

ATTACHMENT PAGE 492 44 



Sanitized Version 

dCC STUDY NUMBE,1277 

DAILY CAGE-SIDE OBSERVATIONS, SUMMARY 

GROUP 2 (LOW DOSE), FEMALES 

Study day I treatment 
PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

No of animals in gr. 5 5 5 5 5 5 5 5 5 5 5 s 5 5 5 5 5 5 s 5 5 5 

APP Piloerection 1·3 .............................................. ............... ...... -- ··-- ...... ...... ....... ....... ...... ...... ...... ...... ...... ...... ...... ...... . .................. ····- ....... ...... .. .. .. 
.... ~-~!!~.~!!.?.!! ..................... ·--~.::~-- ·-·~ ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... ...... ...... -···· ...... ...... ...... ...... ...... ...... .. ... . 

Hunched posture 1 

MOT .... ~!~~~~ ................................. ~.~-~-- .................. !-.. ·· .................................................................................... ""'" ................ .. 

.... I!.~!.!!!?.!'!.~~!!~L'l~L .......... !:.~.... ...... -.... ...... ..:.... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... ...... ...... ...... ...... ...... ...... ...... .. .. .. 
Prostration 1 

B~!:!.._ :.:.·_..t!Y.P.~!~.~!:'f.~~Y.,~::::;:;. ...... ..... ~:.?.._ ...... ~n.... ...... .._.. ..... ...... ..... ...... ...... ...... ..... ...... ...... ...... ...... ...... ..•... ...... ...... ....... ...... .. .. .. 
Somnolence 1·3 . 

RES .... QY.~E!!~~ .............................. J .. ,.... ...... ...... ...... ...... ..... .. ............................................................................................... ~ -~·· 
""!~~~.Y.P.~~~""'"'"'"'"""""""' ...... .!. ..... _,.., """'" """" "'" OAoor ""'"' ""'" ••••oo "'"'" oooooo '"""" : .... , •••••• "''"" ""'" ••••oo "'""' '"'" ''"""' """' _,,. """ 

Bradypnea 1 . 

Treatment 

PARAMETER SCORE . 22 23 24 25 26 27 28 

No of animals in gr. 5 5 s 5 5 5 5 

APP .... ~!.'.~~~.~!?!~~.'! ....................... !~~ ........ _ ...... ...... . ................. ---· 
·--~~~~-~~!<?..':! .......................... !:~... ....... ...... ...... ...... ...... ...... . .... . 

Hunched posture 1 

BEH .... !i~P-~f!.C:.!!Y!.~ .................... !~~·-· ..... . .................................... . 
Somnolence 1·3 

RES . __ .P..Y2P .. ~.~~-............................. !. ...... ~ ...... ~.. ...... ...... ..... .. ......... . 
.... I .. ~~!:J.Yl?.~!:.~ ................ - ...... J....... ...... ...... ...... ...... ...... ...... . .... . 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS :::; Miscellaneous 
P = Pretest examination (during acclimatization) 

[] = No animals affected 

n = Number of affected animals 
n- Mean severity between 1.00 and 1.67 
n+ = Mean severity between 1.68 and 2.33 
n! = Mean severity between 2.34 and 3.00 

ATT ACHME·NT PAGE 493 45 



Sanitized Version 

STUDY NUMB 277 

DAILY CAGE-SIDE OBSERVATIONS, SUMMARY 

GROUP 3 (MID DOSE), FEMALES 

Study day I treatment 

PARAMETER SCORE 1P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

No o1 animals in gr. 6555555555555555555555 

Piloerection 1-3 APP 

:~::~~J!Y-~!!2.~::::~:::::::~~ ::~E~::: .:::::. :::::: :::::~ :~::~ :::::: :::~: :::~: ::~:: :::::: :~~ .. ~~: ::::: ~=:~ ::::: :::::: ·~:: :::::. ::::: ::~~ :::::: ::::~ ~:=: 
Hunched posture 1 

MOT Ataxia 1-3 

:::I.!.~~~~t~~~~~~i:::::: :::II:: :::: =::: ::~~ ::: .::: ::::: ~:::: :::::: :::: ::: ~~~ :::: ::::: :::::: :::::: :::::: :::::: ::~~: ::::: .::::.:::::: ~::: 
Prostration 1 

BEH .... !iY.P..~!!:~!!Y.~-................. !:~ ................ r· .. - ..................................... ~""""' ---~ ...... ...... ...... ...... ...... ...... ...... ···-· ....... ...... . ... . 
Somnolence 1-3 

RES ::::i.~~~l;~:::::::::::::: .:::3:::::: ::::: ::::~ :::::: :::. :~::. :~:: ::::: :::::: ::::: :::: :::: :::::: ~:::: :~::: :::::: :::::: :::::: ::::: ::::: ~=:: :::::: :::::: 
Bradypnea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

No of animals in gr. 5 5 5 5 5 5 5 

APP .... f..il~~-~~!~~ ................. ..... ~:~-· ....... ...... ...... ....... ...... .. ......... .. 
Salivation 1·3 ; .... Hu;;;;·t;;~r"PQ;tli;:e-·· ... ----·1--·· ....... ...... -·-· ............ ······ ...... . 

MOT Ataxia 1-3 ............................ _ •• ,~ .......... ___ ., __ !-.... • ........... 1-.... ...... .. ........ .. 

.... !!2~!!tr.!!~~!!!~iL. ........ }:.~·-· "'""'" .................................... .. 
Prostration 1 

BEH ..... ':!lP.~~~~!!Y!o/. .... -............. ~.~~... ...... ...... ...... .. ..................... .. 
Somnolence 1-3 

RES ..... Q¥.~2!2~~ .......... ---~ ........... ~....... ...... ...... ...... ·~-· ...... ...... ·~·" 
.... !.~2-~Y.P..~~~ ........................ ~....... ...... ...... ...... ..... ...... ...... .. .. .. 

Bradypnea · 1 

Abbreviations: 

APP ::: Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS ~ Miscellaneous 
P =Pretest examination (during acclimatization) 

[] = No animals affected 

n = Number of affected animals 
n- = Mean severity between 1.00 and 1.67 
n+ = Mean severity between 1 .68 and 2.33 
n! = Mean severity between 2.34 and 3.00 

Al'T ACH:MENT PAGtE 494 46 



Sanitized Version 

.. CC STUDY NUMBE~1277 

DAILY CAGE-SIDE OBSERVATIONS, SUMMARY 

GROUP 4 (HIGH DOSE), FEMALES 

Study day /treatment 
PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

No of animals in gr. 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 9 9 9 9 9 

APP .... f'J_I.~~~~~~~!.! ...................... ~.=~-....... _ ··~·· ...... -··- ...... ...... .... . ................... _ .. --- ....................... -.................................... . 
Salivation 1-3 .......................................................................... --- ...... ...... ...... ....... ...... .. .... !-... -- ...... ...... ...... . .................. ·-·- ...... ....... ...... ""' 
Hunched posture 1 

MOT Ataxia 1-3 

::I.!~~?.fii!!E£~1~:~:::::: ·::)~*:::: ·:~~: ::: ::=: -~:: :::~:: ::::: :::~ :::.~ :::: :::: :::: :::: ::::: :::::: :::::: :::::: ·:::· =:: ::::: ·:::::: ::::: ~:::: 
Prostration 1 

BEH Hyperactivity 1~3 · -.. so-rnno;er;ce··· ............ ···"1~s···· ···- ............ ······· ······ ······ ................. " .............. ······ ·-· ........ _ -·-· --- ......... ······ ··-- ................ -··· 
RES Dy$pnea 1 1-

""fa;hyp~ea~ ...................... 1 ....... ·--· ...... .. .... ····-· ...... --.. ..... ..... . ................. ·-··· ...... ...... ··-·· ...... ·--· ...... ·-·- ....... ·-··- ... .. 
..... ar-;~;dy:p;:;e-8 .......................... 1....... ...... ...... ...... ....... ...... --·· ....... -···· ..... . ..... ·-·- ...... ·--· ·-·- -···· ······ ······ ...... . ........... ·-··· •·•·· 

Treatment Stud_yday I recovery 
PARAMETER SCORE: 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 

No o'f animals in gr. 9 9 9 9 9 9 9 5 5 5 6 5 5 5 5 6 5 5 5 5 5 
APP Piloerection 1·3 ... saiiVB.ii~~-·-...................... ,.:3·- .................................... ·-- ··-· --- -- ..... --· ...................................... _.. ..... .. ... . 

""'"''""""'"'""'""'"'""'"'""""'" ·--·······-· ..... ...... ...... ...... ...... .. .... ····- ...... ...... • .......... ~ ...... 1--· .. - ...... ...... ...... ...... ...... .. ............... .. 
Hunched posture 1 

MOT .... ~!_~~ ............ _ ............... !-·-~-~-~ ................ ; ...... ....... ...... .. .................. _ .... _,. ...... ...... ·-·· .................. -·- ....................... .. 
..... T!~~?.~!.~.~!~-~!~.9. ............ ~.;-~.... ···- ." .. ;;; ...... ....... ...... ···-· -·-· .... - ............ ·-··· ...... ...... ...... ...... ...... ...... .. ................. -·-

Prostration 1 

BEH ~ ... t.t.Y.~.~!~.S!!~!~Y. .................... ~.~-~ .. - ..... ...... ...... ....... ...... ...... ...... ...... ...... ...... ...... . ..... "'"' ..... " """ ·--· _ ................ ·-··· .. ~ .. 
Somnolence 1-3 • . 

RES :::t~Fi:.~~~:=~:=:::::::: :::L~= :::~: ~:::: :::: ·:::: ::: ::::: ~::: ::::: ~=:: ~:::· :::: :::::: :::::: ==- :::::: ~~=: ::::~ ::::: :::::: ~:~: ::~:: 
Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT:;; Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P = Pretest examination (during acclimatization) 

[] = No animals affected 

n = Number of affected animals 
n- = Mean severity between 1.00 and 1.67 
n+ = Mean severity between 1.68 and 2.33 
n! = Mean severity between 2.34 and 3.00 
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Sanitized Version 

PROJECT 851 

WEEKLY OUTSIDE CAGE OBSERVATIONS, SUMMARY DATA 

MALES 

GROUP1 GROUP2 GROUP3 GROUP4 

NUMBER OF ANIMALS IN GR. 10 10 10 10 10 5 5 5 5 5 5 5 5 5 5 10 10 10 10 10 

FINDINGS I STUDY WEEK SCORE P 1 2 3 4 P 1 2 3 4 P 1 2 3 4 P 1 2 3 4 
APP Piloerection 1-3 -··saiivaiiOii""·······---·M .. --·:;::r·-- ...... --- ......... -. ·--· .... ~ ...... ...... ·-··· ...... ······ ...... ······ ······ ...... -·- .. _.. ..... .. ....... " 

.... H'iiildi'ea·;;c;silire .............. 1......... ··-- -- ~ ........... ·-·- ..... ...... ...... ·-··· ···-· ·--· --· ............ ·-··· ······ ······ ...... ······ ··-

MOT ::::if.~~~§l~~~a~:::: ~:.:3~~::::: ::: ::: :::: :::: :.:: :::: :::: :::: ::::: ::::: == ~::: ~::: ::::· :::: :::::. :::::: ==~ ::~~ _:::: 
Prostration 1 

::~~f~~~~~~Q~::::::::::::::::::::: :::::::I:::: :::::: :::~ :::: :~~:: ;::: ::::. ::::: ::::: ::::: :::: .::::: ~~:: :::: .::::: ::: ·:::::: :::: =:~ ::::: ~=:: 
Spasm 1-3 

RES ::::f~~~~~~=:::::::::::: :::=~~}~~::: ::· ==· ::: ::::· :: ·:::· :::: :::::: :::: ::· :::: ::: ::: :::: ::: .:::: ::::: ~~=· ::::: ~= 
Bradypnea 1 

MIS Lacrimation 1-3 · 

~~~~~~~~~~ ~f~~ ~~~ ~~ ~ ~ :~ ~ ;~ :~ ~ ~~ ~ ~ ~~ ~~~~ ~~ ~ ~ ~ ·:~ 
Exophthalmos 1 

··"lie«:~:··musCie.tone .. "· ~-.. ··r~3··~~ ...... ··- ··-- ······ ·-··· ······ ······ ~····· ...... ······ -··· ···-· ······ ...... ····· ... " ...... ...... ...... ····· 

Abbreviations: 

APP :::: Appearance 
MOT= Motor 
BEH =Behavioral 
RES = Respiration 
MIS = Miscellaneous 
REF = Reflexes 
P =Pretest examination {during accli 

I ... ..J = No animals affected 

n Number of affected animals 
n- Mean severity between 1.00 and 1.67 
n+ = Mean severity between 1.68 and 2.33 

Mean severity between 2.34 and 3.00 

CVIEICN 
~t;;!.-WOLOG~S 
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Sanitized Version 

WEEKLY OUTSIDE CAGE OBSERVATIONS, SUMMARY DATA 

FEMALES 

GROUP1 GROUP2 GROUP3 GROUP4 
NUMBER OF ANIMALS lN GR. 10 10 10 10 10 5 5 · 5 5 5 5 5 5 5 5 10 10 10 9 9 

FINDING I STUDY WEEK SCORE P 1 2 3 4 P 1 2 3 4 P 1 2 3 4 P 1 2 3 4 
APP Piloerection 1-3 ..... saiiV'airc>r.--··-......... ~ ·-····l:·~r-·- ··-~ ······ :-··.. ...... ...... ....... ...... ...... ...... ··- ...... ...... ...... ...... ...... ···-· ...... ...... ...... h ... . 

..... A.linetieci'postlire ............. 1r...... .." ........ f--·· ...... ...... . .... ·--· ...... ...... .... .. ................................................... -·-· 

MOT Ataxia 1-3 

:::~f.f.~~~~~fi!!~0.~~:::: ::::1~!::~~ ::::::· ::: :::: :::::: ::~ ::::. ::::. :::::: :::· :::::· :~:.· :.::· :::: ::::: ::::: :~:: ::::: ::::: :::: :::: 
Prostration 1 

::~:9.~~s~!~Y.::::::::::::::::: :::::I:::: ~:::: ::::: ::::. ::::: ::::· ::::: :::::: :::: :::::: :::: .::::: :::::: ::::: :::: ::::: ~::::: ::: :::: ::: :::: 
Spasm 1·3 

RES ..... ~Y.~E~!.~---.. ----·--· .......... ~......... ....... ...... ...... ...... .. .... -··· ...... ...... ...... ..... ..... ...... ...... ...... --· ............ -·.. .1.:. .. ... . 
..... T.~~.Y.PE~~-----·-·-......... _"!.._.... ...... ...... . ........... r--· ..... .. ... ~ ...... ...... ..... ...... ..... ...... ...... ...... ...... ...... --· ...... . .... . 

Bradypnea 1 . 
REF Blink 1 .... i5i'rliia---·--·--··--· .. · ......... r--·-· ...... -·.. ...... ...... -- ·-- -·-~ ...... .. ........... ~--..... ...... ...... ...... ..... .. .... ·-- ............ ~-·-· 

....... _, ... _____ ....... - .............................. 1-·- ...... ...... ..... .... .. ...................... '""' ..... ....... ...... ...... ...... .. .... '""" ...... ...... .. .. . 
Iridic light reflex 1 

::l~~~~~~~~~~~· ~=:::f~~::: :::~ :::: :::: :: ·::: :::: ::: :::::: ::::: ::· ::::~ ::: :::~ ::::: :::: ::: ::::: ::: ~~:= ::: 
Startle I hearing 1 

MIS :::~r~~r.~~~!!~::::::: ::::::::~:::::: r-== === === ::::: :::: ::::. ::::: .:: ::::: :::::: :::: ==· ::: :::: ~:=~ ·::: :: ::::~ :::: :::: 

==~i~~~=== ::±:: = :: :: = :· ::::· ::: ::: :: :: ::::,: : :: ::::::: = :: Red. muscle tone 1·3 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
REF = Reflexes 
P = Pretest examination (during acclimatization) 

[] = No animals affected 

n = Number of affected animals 
n- = Mean severity between 1.00 and 1.67 
n+ Mean severity between 1.68 and 2.33 
nl = Me between 2.34 and 3.00 
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Sanitized Version 

~1277 

GRIP STRENGTH , SUMMARY ATWEEK4 

MALES Mean (g} FEMALES Mean (g) 

GROUP1 

0 mg/kg Forelimb Hindlimb Forelimb Hindlimb 

Mean 1325 901 993 697 
St.dev. 45 66 43 35 
N 10 10 10 10 

GROUP2 

5 mglkg Forelimb Hindlimb Forelimb Hindlimb 

Mean 1329 917 1149 * * 733 ir * 

St.dev. 60 71 83 11 
N 5 5 5 5 

GROUP3 

50 mglkg Forelimb Hindlimb Forelimb Hindlimb 

Mean 1286 919 993 695 
St.dev. 49 52 119 51 
N 5 5 5 5 

GROUP4 

150 mglkg Forelimb Hindlimb Forelimb Hindlimb 

Mean 1277 * 892 945 678 
St.dev. 39 49 62 37 
N 10 10 9 9 

*I** T-Test sig. at 5% or l% level 
50 



~51277 

LOCOMOTOR ACTIVITY, SUMMARY 

LOW BEAMS COUNT 

GROUP1 
0 mglkg/day 
Mean 
St.dev. 
N 

GROUP2 
5 mg/kg/day 
Mean 
St.dev. 
N 

GROUP3 
50 mg/kg/day 
Mean 
St.dev. 
N 

GROUP4 
150 mg/kg/day 
Mean 
St.dev. 
N 

15 min. 

991 
229 

10 

15min. 

924 
254 

5 

15min. 

1273 
410 

5 

15 min. 

428 
334 

10 

*I** T-Test sig. at 5% or 1% Jevel 

• It 

MALES 

30 mln. 

593 
185 

10 

30min. 

336 'It 

174 
5 

30 min. 

848 
364 

5 

30min. 

236 • * 

160 
10 

45 min. 

350 
227 

10 

45 min. 

345 
138 

5 

45 min. 

498 
185 

5 

45min. 

190 
148 

10 

4WEEKS 

60 min. 

317 
206 

10 

60 min. 

176 
170 

5 

60min. 

247 
119 

5 

60min. 

148 
152 
10 

* 

Sanitized Version 

Total 

2251 
669 

10 

Total 

1781 
635 

5 

Total 

2867 
923 

5 

Total 

1001 
411 

10 

•• 
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Sanitized Version 

'T!C STUDY NUMBER 851277 ..... I 

LOCOMOTOR ACTIVITY, SUMMARY 

LOW BEAMS COUNT FEMALES 4WEEKS 

GROUP 1 15mln. 30mln. 45min. 60min. Total 
0 mg/kg/day 
Mean 829 447 262 136 1674 
St.dev. 287 184 225 161 656 
N 10 10 10 10 10 

GROUP 2 15mln. 30min. 45mln. 60 min. Total 

5 mgfkg/day 
Mean 917 298 * 367 156 1738 
St.dev. 244 94 518 230 858 
N 5 5 5 5 5 

GROUP3 15min. 30min. 45mln. 60mln. Total 
50 mg/kg/day 
Mean 954 445 177 292 1868 
St.dev. 279 187 209 261 589 
N 5 5 5 5 5 

GROUP4 15min. 30 min. 45 min. 60min. Total 

150 mglkg/day 
Mean 493 lr * 283 27 * * 92 895 * * 
St.dev. 129 207 18 122 232 
N 9 9 9 9 9 

CVISICN 
<-~'fk~ .. J(~~!kt\)~$~$%.~ 

*fH T ~Test sig. at 5% or 1% level 
52 



C STUDY NUMBER 8 77 

FOOD CONSUMPTION (G/ANIMAL/DAY) SUMMARY 
MALES 

DAYS 1-8 
WEEKS 1/2 

MEAN 
ST.DEV. 
N {CAGE) 

GROUP 1 
0 MG/KG 

16.9 
0.0 
2 

GROCif 2 
5M3/KG 

18.1 

1 

GROUP 3 
50 M3/KG 

18.1 

1 

Sanitized Version 

FC-SUM - 1 
09-FEB-04 

GROUP 4 
150 M:':J/KG 

18.0 
1.6 
2 
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FOOD CONSUMPTION (G/ ANIMAL/DAY) 
MALES 

TREA'IMENT GROUP 1 
o·m/KG 

DAYS 1-8 MEAN 19.5 
WEEKS 1/2 sr.DEV. 0.0 

N (CAGE) 2 

DAYS 8-15 MEAN 21.4 
WEEKS 2/3 ST.DEV. 0.3 

N {CAGE) 2 

DAYS 15-22 MEAN 21.6 
WEERS 3/4 ST.DEV. 0.2 

N (CAGE) 2 

DAYS 22-.28 MEAN 21.4 
WEEK 4 ST.DEV. 0.5 

N (CM;E) 2 

MEI\N OF MEANS 
OVER TREA'IMENT 21.0 

SUMMARY 

GROUP 2 GROUP 3 
5 MG/RG 50 MJ/KG 

20.3 20.5 

1 1 

21.7 22.1 

1 1 

21.5 22.2 

1 l 

21.3 22.4 

1 1 

21.2 2LB 

ATTACHMiNT PAGE 502 

Sanitized Version 

FC-SU:M - 2 
09-FEB-04 

GROUP 4 
150 ltJ;;/KG 

21.2 
0.9 
2 

23.2 
1.5 
2 

22.9 
0.9 
2 

22.7 
1.0 
2 

22.5 

54 



FOOD CONSUMPTION (G/ANIMAL/DAY) SUMMARY 
MALES 

RECOVERY 

DAYS 1-8 MEAN 
WEEKS 112 ST.DEV. 

N (CAGE) 

DAYS 8-14 MFAN 
WEEK 2 ST.DEV. 

N (CAGE) 

MEAN OF MEANS 
OVER RECOVERY 

t:VI!i~1CI\.J 
T~~t-~~\.JOi,~.O~i~~ 

GROUP 1 ' 
0 Z«;/KG 

21.5 

l 

.20.4 

1 

20.9 

GROUP 2 
5 "MG/KG 

0 

0 

GROUP 3 
50 MG/KG 

0 

0 

AiTACHM!aNT f>AG$ 50a 

Sanitized Version 

FC-StJM - 3 
09-FEB-04 

GROUP 4 
150 MG/KG 

23.2 

1 

22.4 

1 

22.8 
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ctss rrmy NUMBER 8~77 

FOOD CONSUMPTION (G/ANIMAL/DAY) SUMMARY 
FEMALES 

PRETEST 

DAYS 1-8 
WEEKS 1/2 

MEAN 
ST.DE\7. 
N {CAGE) 

GROUP 1 
0 MG/KG 

12.8 
0.5 
2 

GROUP 2 
5M3/KG 

13.6 

1 

GROUP 3 
50 M;/KG 

13.8 

1 

Sanitized Version 

FC-SUM - 4 
09-FEB-04 

GROUP 4 
150 MJ/KG 

13.2 
0.1 
2 
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1!!55 STUDY NUMBER 85~77 

FOOD CONSUMPTION {G/ANIMAL/DAY) SUMMARY 
FEMALES 

TREA'IMENT GROUP 1 GROUP 2 
0 MG/KG 5 MG/KG 

DAYS 1-8 MEAN 13.6 13.9 
WEEKS l/2 ST.DEV. 0.2 

N (CAGE) 2 1 

DAYS 8-15 MEAN 15.5 16.3 
WEEKS 2/3 ST.DEV. 0.6 

N (CAGE) 2 1 

DAYS 15-22 MEAN 15.3 15.3 
WEEKS 3/4 ST.DE\1. 0.7 

N (CAGE) 2 1 

DAYS 22-28 MEAN 15.3 16.2 
'WEEK 4 sr.DEV. 0.8 

N (CAGE) 2 1 

MEAN OF MEANS 
OVER TREA'IMENT 14.9 15.4 

GROUP 3 
50 MG/KG 

14.7 

1 

16.3 

1 

16.2 

1 

16.3 

1 

15.9 

Sanitized Version 

FC-SUM - 5 
09-F:EB-04 

GROUP 4 
150M3/KG 

14.4 
0.1 
2 

15.7 
0.6 
2 

15.1 
0.4 
2 

14.5 
0.3 
2 

14.9 
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STUDY NUMBER 8 7 

FOOD CONSUMPTION {G/ANIMAL/DAY) SUMMARY 
FEMALES 

RECOVERY GROUP 1 GROUP 2 
0 MG/KG 5 M:;/KG 

DAYS 1-8 MEAN 15.8 
WEEKS 1/2 ST.DEV. 

N (CAGE) 1 0 

DAYS 8-14 MEAN 16.0 
WEEK 2 ST.DE\7. 

N {CAGE) 1 0 

MEAN OF MEANS 
OVER RECOVERY 15.9 

GROUP 3 
50 MG/KG 

0 

0 

Sanitized Version 

FC-SUM - 6 
09-FEB-04 

GROUP 4 
150 M3/KG 

15.1 

1 

14.6 

1 

14.8 
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JltCC STUDY NUMBER 81llf7 

RELATIVE FOOD CONSUMPTION SUMMARY 
(G/KG BODY WEIGHT/DAY) 

MALES 

PRETEST 

DAYS 1-8 
WEEKS 1/2 

MEAN 
sr.DFN. 
N (CAGE) 

GROUI?1 
0 M:;/KG 

114 
4.5 

2 

GROUP 2 
5 MG/KG 

122 

1 

GROUP 3 
50 MG/KG 

121 

1 

Sanitized Version 

RFC-SUM - l 
09-FEB-04 

GROUP 4 
150 ~!KG 

120 
9.6 

2 
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llf6C STUDY NUMBER 8!1!17 

RELATIVE FOOD CONSUMPTION SUMMARY 
(G/KG BODY WEIGHT/DAY) 

MALES 

TREATMENT GROUP 1 
0 MG/KG 

DAYS 1-8 MEAN 87 
WEEKS 1/2 ST.DEV. 1.6 

N (CAGE} 2 

DAYS 8-15 MEAN 84 
WEEKS 2/3 ST.DEV. 0.5 

N (CAGE) 2 

DAYS 15-22 MEAN '76 
WEEKS 3/4 ST.DEV'. 1.3 

N (CAGE) 2 

DAYS 22-28 MEAN 71 
WEEK 4 S'l'.DEV. 0.4 

N (CAGE) 2 

MEAN OF MEANS 
OVER TREATMENT 80 

CROUP 2 GROUP 3 
5 MG/KG 50 MG/KG 

90 90 

1 1 

86 as 

1 1 

78 79 

1 1 

73 75 

l 1 

92 82 

----- "i~t.m:Lfin.lt7M...O.~~$.-·--------------·---------------------··--------·-- ....... . 

Sanitized Version 

RFC-SUM - 2 
09-FEB-04 

GROUP 4 
150 MG/KG 

90 
2.2 

2 

86 
3.5 

2 

77 
1.8 

2 

72 
L8 

2 

81 

. 
···-··-------------~-----

60 



RELATIVE FOOD CONSUMPTION SUMMARY 
{G/KG BODY WEIGHT/DAY} 

MALES 

RECOVERY GROUP1 
0 MG/KG 

DAYS 1-B NEAN 68 
WEEKS 1/2 ST.DEV. 

N (CAGE) 1 

DAYS B-14 MEAN 63 
WEEK 2 ST.DEV. 

N (CAGE) 1 

MEAN OF MFJ.\NS 
OVER RECOVERY 65 

GROUP 2 GROUP 3 
5 MG/KG 50 MG/KG 

0 0 

0 0 

Sanitized Version 

RFC-SU:M - 3 
09-FEB-04 

GROUP 4 
150 ~/KG 

68 

64 

1 

66 

61 



Jfc_sxUDY NUM,ER 'li7 
RELATIVE FOOD CONSUMPTION SUMMARY 
(G/KG BODY WEIGHT/DAY} 

FEMALES 

PRETEST 

·DAYS 1-8 
WEEKS l/2 

MEAN 
ST.DE\7. 
N (CAGE) 

GROUP l 
0 M:;/KG 

101 
4.1 

2 

GROUP 2 
5 J.IG/KG 

107 

l 

CVI&ICr" 

GROUP 3 
SO M3/KG 

111 

1 

_ -----------------------·- ________ ·-----------------------------~f.WOL O£'ifijf:'~~-----------------

Sanitized Version 

RFC-SUM - 4 
09-FEB-04 

GROUP 4 
150 MG/KG 

105 
1.9 

2 

62 



7 

RELATIVE FOOD CONSUMPTION SUMM:ARY 
{G/KG BODY WEIGHT/DAY) 

FEMALES 

TREATMENT GROUP 1 
0 MG/KG 

DAYS 1-8 MEAN 86 
WEEKS 1/2 ST.DEV. 1.4 

N (CAGE) 2 

DAYS 8-15 MEAN 89 
WEEKS 2/3 ST.DEV. 2.8 

N .(CAGE) 2 

DAYS 15-22 MEAN 82 
WEEKS 3/4 ST.DEV. 2.3 

N (CAGE) 2 

DAYS 22-2B ~lEAN 79 
WEEK 4 - ST •. DEV. 2.5 

N (CAGE} 2 

MEAN OF MEANS 
OVER TREA'mmNT 84 

GROUP 2 
5 MG/RG 

84 

1 

89 

1 

79 

1 

79 

l 

83 

----·----·-·------------·-······----- ·····-------· ----------------~~.C"'M...,t~~ 

GROUP 3 
50 J.of3/KG 

89 

1 

89 

1 

85 

1 

80 

1 

B6 

Sanitized Version 

RFC-SUM - 5 
09-FEB- 04 

GROUP 4 
150 MG/KG 

ss 
3.0 
2 

88 
4.9 

2 

so 
0.5 

2 

74 
0.0 

2 

83 

63 



1]!55 STUDY NUMBER ~7 

RELATIVE FOOD CONSUMPTION SUMMARY 
(G/KG BODY WEIGHT/DAY) 

FEMALES 

RECOVERY GRoUP 1 
0 MG/KG 

DAYS 1-8 MEAN 77 
WEEKS 112 ST.DEV. 

N (CAGE} 1 

DAYS 8-14 MEAN 75 
WEEK 2 ST.DEV. 

N (CAGE) l 

MEAN OF MEAiiiS 
OVER RECOVERY 76 

C:VISICN 
-·---·---------------------·----~"rnt"~~.:.~~~~-----·-·-·------

GROUP 2 
5 MG/KG 

0 

0 

GROUP 3 
50 MG/KG 

0 

0 

Sanitized Version 

RFC-SUM - 6 
09-FEB-04 

GROUP 4 
150 MG/KG 

73 

1 

69 

1 

71 

64 



diE filiDY NUMBER .. 77 

BODY WEIGHTS {GRAM} SUMMARY 
MALES 

DAY 1 
WEEK l 

MEAN 
ST.DEV. 
N 

GROUP 1 
0 MG/KG 

148 
5.9 
10 

GROUP 2 
5 MG/KG 

148 
7.0 

5 

GROtJP 3 
50 l-23/KG 

150 
9.8 

5 

est based on pooled variance significant at 5% (*} or U (*"'") level 

Sanitized Version 

BW-SUM - 1 
09-FEB-04 

GROUP 4 
150 MG/KG 

150 
5.2 
JO 

65 





l!IC STUDY NUMBER 81!177 

BODY WEIGHTS (GRAM) SUMMARY 
MALES 

RECOVERY GROUP 1 
o MG/KG 

DAY 1 ~ 285 
WEEK 1 ST.DEV. 19.7 

N 5 

DAY 8 MEAN 315 
WEEK 2 ST.DEV. 26.4 

N 5 

DAY 14 MEAN 326 
WEEK 2 ST.DEV. 27.7 

N 5 

GROUP 2 GROUP 3 
5 M3/I<G SO MG/KG 

0 0 

0 0 

0 0 

ce significant at 5% (*) or 1% (**} level 

Sanitized Version 

BW-SUM - 3 
09-FEB-04 

GROUP 4 
150 MG/KG 

3()7 
12.6 

5 

339 
12.2 

5 

351 
14.1 

5 

_____ !..__ _________________ _ 
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~C STUDY NUMBER 85S!i7 

BODY WEIGHTS (GRAM) SUMMARY 
FEMALES 

PRETEST 

DAY 1 
WEEK 1 

MEAN 
ST.DEV. 
N 

GROUP 1 
0 M3/KG 

127 
4.1 
10 

GROUP .2 
s m/m 

127 
3.9 

5 

GROUP 3 
50 MG/KG 

125 
3.3 

5 

Sanitized Version 

BW-SUM - 4 
09-FEB-04 

GROUP 4 
150 MG/RG 

1.26 
4.3 
10 

68 



Sanitized Version 

dec STUDY .NUMBER 85!117 BW-StJM - 5 
09-FEE-04 

BODY WEIGHTS (GRAM} StlMMARY 
FEMALES 

TREATMENT GROUP l GROUP 2 GROUP 3 GROUP 4 
0 MG/KG 5 MG/KG 50 1-G/KG 150 M.';fKG 

DAY 1 MEAN 144 149 148 145 
WEEK 1 ST.DEV. 5.5 6.4 5.6 6. 9 

N 10 5 5 10 

DAY B MEAN 158 165 165 163 
WEEK 2 ST.DE.V. 6.9 8.2 9.3 9.2 

N 10 5 5 10 

DAY 15 MEAN 174 183 184 179 
WEEK 3 ST.DE.V. 9.0 7.3 8.9 10.9 

N 10 5 5 10 

DAY 22 MEAN 186 193 190 190 
WEEK 4 ST.DEV. 8.9 7.1 7.0 12.3 

N 10 5 5 9 

DAY 28 MEAN 195 207 203 197 
WEEK 4 ST.DEV. 10.1 8.6 8.6 . 13.4 

N 10 5 5 9 

* I ** : Dunnett-Test based on pooled variance significant at 5% {*) or 1% (**) 1 ~~~~~~1':;~ 
--·------·-----------------·-·-----·----------------·--------·--·--------------·-·"·-·-------------·········· ·---~~~-----·-··- ----
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iJJC STUDY NUMBER 851'17 

BODY WEIGHTS (GRAM) SUMMARY 
FEMALES 

RECOVERY GROUP 1 
0 MG/KG 

DAY 1 MEAN 190 
WEEK 1 SI'.DEV. 10.5 

N 5 

DAY B MEAN 205 
WEEK 2 ST.DEV. 14.0 

N 5 

DAY 14 MF'.1\N 213 
WEEK 2 ST.DEV. 11.1 

N 5 

GROUP 2 
5 M3/KG 

0 

0 

0 

GROUP 3 
so m!KG 

0 

0 

0 

Sanitized Version 

BW-SU:M - 6 
09-FEB-04 

GROUP 4 
150 M:>/KG 

193 
14.3 

5 

207 
15.4 

5 

211 
16.4 

5 

. 
... -----------------------------------·-----------···· 
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. RCC STUDY NUMBER 8 5! 7 

L? 
BODY WEIGHT GAIN (%) SUMMARY 
MALES 

PRETEST 

DAY 1 
WEEK l 

MEAN 
ST.DEV. 
N 

, .... ,lfF_."'W~~~,~ 

GROUP 1 
0 MG/KG 

-20 
1.9 
10 

GROUP 2 
5 l<G/RG 

-22 
2.0 

5 

GROUP 3 
50 M:;/KG 

-21 
1.8 

5 

Sanitized Version 

BWG-SlJM - 1 
09-FEB- 04 

GROUP 4 
150 MG/KG 

-22 
2.5 
10 

• 1 **~AI1elfuJ~1~~ed on pooled variance significant at 5% ("') or 1% {"'*) level 
·-----------------------~..&i~~----------·······-· ... -· ---··-·. ------- -----------···-----------·-,.--------·------------'--·--------------
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Sanitized Version 

~7 BWG-SUM - 2 
09-FEB-04 

BODY WEIGHT GAIN (%) SUMMARY 
MALES 

TREA'IMEiin' GROUP l GROUP 2 GROUP 3 GROUP 4 
0 M3/I<G 5 MG/KG 50 MJ/KG 150 MG/W 

DAY 1 MFAN 0 0 0 0 
WEEK 1 ST.DEV. 0.0 0.0 0.0 0.0 

N 10 5 5 10 

DAY a MEAN 21 19 21 22 
WEEK 2 ST.DEV. 1.9 2.0 2.4 1.8 

N 10 5 5 10 

DAY 15 MEAN 38 33 * 37 41 
WEEK 3 fn.DFN. 2.8 4.5 4.6 2.2 

N 10 5 5 10 

DAY 22 MEAN 53 45 * 48 55 
WEEK 4 ST.OE\1. 4.9 5.6 7.3 4.1 

N 10 5 5 10 

DAY 28 MEAN 64 54 ., sa 65 
WEEK 4 ST.DIW. 5.9 7.1 9.6 5.0 

N 10 5 5 ~0 

* 1 ** : Dunn~~~jl~~oled variance significant at 5% {*) or 1% {~*) level 
--·----------------------.. -·-----:~;~i·wg~"~Jt$W~~~-------------·-------------·-----·-·---------------------::-------~------
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l::RCC STUDY NUMBER 85!ti7 

BODY WEIGHT GAIN (%} SUMMARY 
MALES 

RECOVERY GROUP 1 
0 J:I'.G/1{{; 

DAY 1 MF.J\N 57 
WEEK 1 sr.DEV. 6.8 

N 5 

DAY 8 MEAN 73 
WEEK 2 ST.DEV. 9.6 

N 5 

DAY 14 MEAN 79 
WEEK 2 ST.DEV. 10.3 

N 5 

GROUP 2 GROUP 3 
5 .MG/KG 50 M3/KG 

0 0 

0 0 

0 0 

Sanitized Version 

BWG-SUM - 3 
09-FEB- 04 

GROUP 4 
150 tfi3/K.G 

57 
3.9 

5 . 

73 
2.6 

5 

79 
3.5 

5 

73 



RCC STUDY NUMBER 85~7 a . 
BODY WEIGHT GAIN (%) SUMMARY 
FEMALES 

PRETEST 

DAY 1 
WEEK l 

MEAN 
ST.DEV. 
N 

GROUP 1 
0 MG/KG 

-12 
1.9 
10 

GROUP 2 
5 "J:I!';/KG 

-14 
2.2 

5 

GROUP 3 
50 MG/KG 

-15 *' 
2.6 

5 

* 1 ** Dunnett-Test based on pooled variance significant at 5% (*) or 1% <.~ 

Sanitized Version 

BWG-SUM - 4 
09-FEB-04 

GROUP 4 
150M3/KG 

-13 
2.5 
10 
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Sanitized Version 

JJ;cc
1

sTUOY NUMBER 81!l77 BWG-SUM - 5 
09-FEB-04 

BODY WEIGHT GAIN (%) SUMMARY 
FEMALES 

TREATMENT GROUP 1 GROUP 2 GROUP 3 GROUP 4 
0 M3/KG 5 MG/KG 50 MG/KG 150 MG/KG 

DAY 1 MEAN 0 0 0 0 
WEEK 1 ST.DEV. 0.0 0.0 0.0 0.0 

N 10 5 5 10 

DAY s MEAN 9 11 12 12 
WEEK 2 ST.DEV. 3.2 "1.9 3.1 1.8 

N 10 5 5 10 

DAY 15 MEAN 21 23 25 23 
WEEK 3 ST.DEV'. 4.1 3.2 3.2 2.8 

N 10 5 5 10 

DAY 22 MEAN 29 30 29 31 
WEEK 4 ST.DEV. 4.4 1.3 3.4 3.8 

N 10 5 5 9 

DAY 28 MEAN 35 39 37 35 
WEEK 4 ST.DEV. 5.4 3.7 2.1 4.4 

N 10 5 5 9 

* I ** Dunnett-Test bas significant at 5% (*) or 1% (**) level 
----.. -·--·-··· ·----·---~----------------~------~--------------~----·.!._ ___________ ___,_ ____ _ 
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IJ[CC STUDY NUMBER 85J!i77 

BODY WEIGHT GAIN (%} SUMMARY 
FEMALES 

RECOVERY GROUP 1 
0 MG/KG 

DAY 1 MEAN 32 
WEEK 1 sr.DE.V. 5.4 

N 5 

DAY 8 MEAN 42 
WEEK. 2 sr.DE.V. 8.5 

N 5 

DAY 14 MEAN 48 
WEEK 2 ST.DEV. 5.2 

N 5 

GROUP 2 GROUP 3 
5 ID/KG SO M;:;/KG 

0 0 

0 0 

0 0 

... I ** led variance significant .at 5% (*) or 1% (**) level 

Sanitized Version 

BWG-SUM - 6 
09-FEB-04 

GROUE' 4 
150 M:;/KG 

30 
5.5 
5 

40 
5.4 
5 

43 
6. 7 
5 
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llfff STUDY NUMBER 81!177 

MACROSCOPICAL FINDINGS SUMMARY 
MALES 

GROUP 1 
0 M:;/I<G 

ANIMALS EXAMINED 10 
.ANIMALS WITHOUT FIND~S 9 

.ANIMALS AFFECTED: 

THYMUS ••••••••••••••••••.••••••• 
DISCOLORATION 0 0% 
FOCUS/FOCI 1 10% 

GROUP 2 
5 MG/KG 

5 
4 

1 20% 
0 0% 

GROUP 3 
50 MG/KG 

5 
5 

0 0% 
0 0% 

Sanitized Version 

MAC-SUM - 1 
09-FEB-04 

GROUP 4 
150 MG/KG 

10 
9 

0 0% 
1 10% 

Fisher's Exact Test based on counts significant at 5% (#) or 1% (##) level 
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Sanitized Version 

RCC STUDY NUMBER 851277 

l J 
MACROSCOPICAL FINDINGS SUMMARY 
FEMALES 

GROUP 1 
0 MG/KG 

ANIMALS EXAMINED 10 
ANIMALS WITHOUT FINDINGS 8 

ANIMALS AFFECTED: 

LUNGS ••••••••••••••••••••••••••• 
DISCOLORATION 0 0% 

LIVER ...•.••. - .•.••• ·••· •• •••••• 
NOOULE(S) 1 10% 

UTERUS •.••••••••••••..•••••..•.. 
DILATIOO 1 10% 

THYMUS •••••••••••••••••••••••••• 
FOCUS/FOCI 1 10% 

GROUP 2 
5 MG/KG 

5 
5 

0 

0 

0 

0 

GROUP 3 
50 MG/KG 

5 
3 

0% 0 0% 

0% 0 0% 

0% 1 20% 

0% 1 20% 

MAC-SUM - 2 
09-FEB-04 

GROUP 4 
150 MG/KG 

lO 
9 

1 10% 

0 0% 

0 0% 

0 0% 

i f ## Fisher's Exact Test: based on counts significant at 5% (#) or l.% D'\~~ICJN 
~~·~.t)t.~C<Jl!E~ .• 
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Sanitized Version 

\7JiCC STUDY NUM.BE~- S:;i~~7 OW-SU:M - l 
0 9-FEB- 04 

ORGAN WEIGHTS {GRAM} SUMMARY 
AFTER 4 WEEKS 
MALES 

GROUP 1 GROUP 2 GROUP 3 GROUP 4 
0 MG/KG 5 ID/KG 50 MG/KG 150 MG/KG 

BODY W. ~ 274.81 26'7.19 271.12 278.70 
ST.DEV. 7.30 4.89 18.73 26.41 
N 5 5 5 5 

ME1\N 1.94 1.90 1.91 1.95 
sr.DEV. 0.10 0.08 0.04 0.12 
N 5 5 5 5 

HBART MEAN 1.025 0.896 0.920 0.991 
~.DEV. 0.105 0.112 0.122 0.105 
N 5 5 5 5 

LIVER MEAN 7.88 7.63 7.79 8.32 
~.DJN. 0.78 0.41 0.94 0.68 
N 5 5 5 5 

THYMUS MEAN 0.47 0.40 0.46 0.50 
Sl'.DEV. 0.09 0.10 0.07 0.05 
N 5 5 5 5 

KIDNEYS MEAN 1.83 1.78 1.79 1.80 
ST.DE.V. 0.12 0.18 0.33 0.14 
N 5 5 5 5 

ADRENALS MEAN 0.067 0.066 0.056 0.068 
ST.DEV'. 0.008 0.010 0.009 O.Oll. 
N 5 5 5 5 

SPLEEN MEAN 0.649 0.680 0.614 0.652 
ST.DE\7. O.OBS 0.091 0.109 0.062 
N 5 5 5 5 

TESTES MEAN 3.20 3.23 3.35 3.06 
S'l' .DEV'. 0.22 0.30 0.25 0.29 
N 5 5 5 5 

EPIDIDYMIDES .ME'1\N 1.000 0.953 1.056 0.933 
ST.DEV. 0.168 0.127 0.111 0.080 
N 5 5 5 5 
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Sanitized Version 

tee STUDY NUMBER 8!!177 OW-SUM - 2 
09-FEB-04 

ORGAN/BODY WEIGHT RATIOS SUMMARY 
AFTER 4 WEEKS 
MALES 

GROUP 1 GROUP 2 GROUP 3 GROUP-4 
0 le/KG 5 MG/KG 50 MG/KG 150 MG/KG 

OODY W. MEAN 274.81. 267.19 271.12 278.70 
(GRAM) ST.DEV. 7.30 4.89 18.73 26.41 

N 5 5 5 5 

BRAIN MEAN 0.71 0.71 0.71 0.71 
(%) ST.DEV. 0.05 0.04 0.04 O.OB 

N 5 5 5 5 

HEART MFAN 0.373 0.335 0.338 0.356 
(%) ST.DEV. 0.035 0.040 0.026 0.027 

N 5 5 5 5 

LIVER MEAN 2.86 2.86 2.87 2.99 
(%) ST.DEV. 0.23 0.13 0.18 0.20 

N 5 5 5 5 

THYMUS MEAN 0.17 0.15 0.17 0.18 
(%) Sf.DEV. 0.03 0.04 0.02 0.03 

N 5 5 5 5 

KIDNEYS MEAN 0.67 0.6.7 0.66 0.65. 
(%) ST.DEV'. 0.04 0.07 0.10 0.03 

N 5 5 5 5 

ADru::NALS MEAN 0.025 0.025 0.021 0.025 
(%) ST.DE\T. 0.003 0,004 0.002 0.006 

N 5 5 5 5 

SPLEEN MEAN 0.236 0.254 0.225 0.235 
(%) ST.DE.V. 0.025 0.033 0.028 0.027 

N 5 5 s 5 

TESTES MEAN 1.16 1.21 1.24. 1.10. 
(%) ST.DEV'. 0.07 0.11 0.11 O.ll 

N 5 5 5 s 
EPIDIDYMIDES MEAN 0.363 0.357 0.392 0.335 
(%) ST.DEV. 0.051 0.048 0.056 0.017 

N 5 s 5 5 
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Sanitized Version 

~CC STUDY NUMBER 85i!i77 OW-SUM - 3 
09-FEB-04 

ORGAN/BRAIN WEIGHT RATIOS SUMMARY 
AFTER 4 WEEKS 
MALES 

GROUP 1 GROUP 2 GROUP 3 GROUP 4 
0 JlG/KG 5 MG/KG 50 MG/KG 150 MG/KG 

BRAIN MEAN 1.94 1.90 1.91 1.95 
(GRAM} ST.DEV. 0.10 0.08 0.04 0.12 

N 5 5 5 5 

HEART MEAN 52.896 47.107 48.227 50.833 
{%} ST.DEV. 6.871 5.191 6.011 5.860 

N 5 5 5 5 

LIVER MEAN 407.48 401.74 408.31 427.27 
(%) ST.DE.V. 58.78 19.41 46.00 45.57 

N 5 5 5 5 

THYMUS MEAN 24.35 21.34 24.03 25.57 
{%) SI'.DEV. 5.13 6.00 3.36. 3.64 

N 5 5 5 5 

KIDNEYS MEAN 94.29 93.84 93.68 92.34 
{%) ST.DEV. 8.57 8.17 17.00 7.35 

N 5 5 5 5 

ADRENALS MEAN 3.467 3.457 2.959 3.46B 
{%) ST.DE.V. 0.361 0.528 0.468 0.61/ 

N 5 5 5 5 

SPLEEN MEAN 33.510 35.831 32.210 33.422 
(%) ST.DEv. 5.083 4.968 5.602 3.412 

N 5 5 5 5 

TESTES MEAN 164.98 169.75 175.58 156.56 
(%) ST.DJN. 16.85 l3.90 H.OB 12.73 

N 5 5 5 5 

EPIDIDYMIDES MEAN 51.677 50.115 55.438 47.866 
(%) ST.DEV. 10.065 6.050 5.973 4.846 

N 5 5 5 5 

, .. /' 

~t;:-'\'ll'~!iiiCN 
•triB~.if:J,·~1<€;~~.;Ji~~tt-test based on pooled variance sig. at 5% or 1% level. 
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Sanitized Version 

~CC STUDY NUMBER 8,77 OW-SUM - 4 
09-FEB-04 

ORGAN WEIGHTS (GRAM) SUMMARY 
AFTER 4 WEEKS 
FEMALES 

GROUP 1 GROUP 2 GROUP 3 . GROUP 4 
0 MJ/KG 5 MG/KG 50 ID/KG 150 MG/KG 

BODY W. ME'J\N 176.25 185.26 182.60 177.39 
sr.DFN. 4.27 12.04 B.31 12.37 
N 5 5 s 4 

BRAIN MFAN 1.82 1.90 1.84 1. 78 
ST.DE\1. 0.02 0.06 0.09 0.05 
N 5 5 5 4 

HEART MEAN 0.694 0.760 0.696 0.675 
S'l'.DEV. 0.077 0.016 0.077 0.068 
N 5 5 5 4 

LIVER MEAN 5.20 5,47 5.52 5.03 
ST.DEV'. 0.61 0,13 0.50 0.47 
N s 5 5 4 

THYMUS MEAN 0.40 0.44 0.35 0.36. 
ST.DEV. 0.09 0.09 0.0? 0.06 
N 5 5 5 4 

KIWEYS MEAN 1.24 1.34 1.2'7 1.20 
ST.DEV. 0.11 0.06 0.11 0.05 
N 5 5 s 4 

ADRENAL$ MEAN 0.072 0.075 0.071 0.073 
ST.DEV'. 0.006 0.015 0.008 0.003 
N 5 5 5 4 

SPLEEN MEAN 0.506 0.531 0.477 0.399 
ST.DBV. 0.082 0.073 0.065 0.049 
N 5 5 5 4 

OVARIES MEAN 0.089 0.098 0.098 0.080 
ST.DEV. 0.013 0.015 0.019 0.015 
N 5 5 5 4 
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Sanitized Version 

~CC STUDY NUMBER 85~~77 OW-SUM - 5 
09-FEB-04 

ORGAN/BODY WEIGHT RATIOS SUMMARY 
AFTER 4 WEEKS 
FEMALES 

GROUP·l GROUP 2 GROOP3 'GROUP 4 
0 M3/KG 5 M'J/KG 50 M3/KG 150 M:i/KG 

BODY W. MEAN 176.25 185.26 182.60 177.39 
(GRAM) ST.DEV. 4.27 12.04 8.31 12.37 

N 5 5 5 4 

BRAIN MEAN 1.03 1.03. 1.01 LOO 
(%) ST.DJN. 0.03 0.10 0.02 0.06 

N 5 5 5 4 

HEART MEAN 0.393 0.412 0.381 0.380 (%. ST.DEV. 0.037 0.031 0.031 0.024 
N 5 5 5 4 

LIVER MEAN 2.95 2.96 3.02 2.83 (%) ST.DIN. 0.28 0.13 0.17 0.10 
N 5 5 5 4 

'lliYMCJS MEAN 0.23 0.24 0.19 0.20 (%) ST.DEV. 0.05 0.06 0.03 0.03 
N 5 s 5 4 

KIONEYS MEAN 0.70 0.73 0.69 0.68 
(%) ST.DE\1. 0.05 0.07 0.03 0.03 

N s 5 5 4 

ADRENALS MEAN 0.041 0.041 0.039 0.04.1 (%) ST.DEV. 0.003 0.009 0.003 0.002 
N 5 5 5 4 

SPLEEN MEAN 0.287 0.286 0.260 0.224 ... 
[%) ST.DEV. 0.041 0.024 0.028 0.019 

N 5 5 s 4 

OVARIES MEAN 0.050 0.053 0.053 0.045 (%) ST.DEI/. 0.007 0.010 0.008 0.007 
N 5 5 5 4 
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Sanitized Version 

e!CC STUDY NUMBER 8!!L77 OW-StJM - 6 
09-FEB-04 

ORGAN/BRAIN WEIGHT RATIOS SIJMMARY 
AFTER 4 WEEKS 
FEMALES 

GROUP l GROUP 2 GROUP 3 ·GROUP 4 
0 MG/KG 5 :t«3/KG 50 HG/KG 150 ID/KG 

BRAIN MEAN 1.82 1.90 1.84 1.78 (GAAMI sr.DEV. 0.02 0.06 0.09 0.05 
~ 5 5 5 4 

HEART ~ 38.201 40.023 37.853 38.065 (%1 ST.DEV. 4.426 1.102 2.570 4.114 
N 5 5 5 4 

LIVER MEAN 286.25 288.02 300.53 282.95 
(%) ST.DEV. 34.08 13.37 13.?3 21.24 

N 5 5 5 4 

THYMUS MEAN 21.98 22.96 19.27 20.07 (%} ST.DBV'. 4.67 4.03 3.26 3.22 
N 5 5 5 4 

KIWEYS MEAN 68.07 70.48 68.97 67.77 (%) ST.DEV. 6.30 2.05 2.83 3.01 
N 5 5 5 4 

AD.RENALS MEAN 3.948 3.954 3.883 4.129 (%) S'l' .DEV. 0.322 0.765 0.280 0.202 
N 5 5 5 4 

SPLEEN MEAN 27.835 28.016 25.939 22.442 (%) ST.DEV. 4.575 4.418 3.087 2.496 
N 5 5 5 4 

OVARIES MEAN 4.881 5.169 5.291 4.49~ {t} ST.DEV. 0.699 0.823 0.790 0.708 N 5 5 5 4 

*JYt*~ Dunnett-test based on pooled variance sig. at 5% or 1% level. 
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ORGAN WEIGHTS (GRAM) SUMMARY 
AFTER 6 WEEKS 
MALES 

. GROUP 1 
0 'M3/KG 

BODY W. MEl{N 307.19 
ST.DEV. 24.51 
N 5 

BRAIN MEAN 1.96 
ST.DEV. 0.05 
N 5 

MEAN 1.020 
ST.DEV. 0.102 
N 5 

LIVER MEAN 7.94 
ST.DEV'. 0.59 
N 5 

THYMUS MEAN 0.42 
ST.DEV. 0.07 
N 5 

KIDNEYS MEAA 1.93 
Sl.D~. 0.17 
N 5 

ADRENALS MEAN 0.064 
ST.DFN. 0.008 
N 5 

SPLEEN MEAN 0.652 
ST.DEV. 0.056 
N 5 

TESTES MEAN 3.45 
ST.DEV. 0.11 
N 5 

EPIDIDYMIDES MEAN. 1.157 
ST.DEV. 0.128 
N 5 

CVIS.ION 

GROUP 4 
150 1-'J3/KG 

328.18 
12.88 

5 

1.90 
0.07 
5 

1.103 
0.069 
5 

9.04 ** 
0.39 
5 

0.46 
0.09 
5 

1.95 
0.10 
5 

0.060 
0.012 
5 

o. 701 
().064 
5 

3.28 * 
0.12 
5 

1.111 
0.045 
5 

*/*"': Dunnett-test~~J$t~iance sig. at 5% or 1% level. 

Sanitized Version 

OW-SUM - 7 
09-F.EB-04 
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Rii iiUDY NUMBER 8!1177 e 
ORGAN/BODY WEIGHT RATIOS SUMMARY 
AFTER 6 WEEKS 
MALES 

GROUP 1 GROUP 4 
0 M3/KG 150 MG/KG 

OODY W. MEAN 307.19 328.18 
(GRAM) SI'.DEV. 24.51 12.88 

N 5 5 

BRAIN MEAN 0.64 0.58 * 
(%) ST.OEV. 0.04 0.04 

N 5 5 

HEART MEAN 0.332 0.336 
(%} ST.DE\7. 0.017 0.017 

N 5 5 

LIVER MEAN 2.59 2.76 
(%) ST.DEV. 0.24 0.14 

N 5 5 

THYMUS MEAN O.l4 0.14 
(%) ST.DEV. 0.02 0.03 

N 5 5 

K!DNEYS MEAN 0.60 0.59 
(%) ST.DEV. 0.04 0.02 

N 5 5 

ADRENALS M-EAN 0.021 0.018 
(%) sr.DEV. 0.003 0.004 

N 5 5 

SPLEEN MEAN 0.213 0.214 
{%} ST.DEV. 0.019 0.023 

N 5 5 

TESTES MEAN 1.13 1.00 * 
(%) ST.DEV. 0.08 0.04 

N 5 5 

EPIDIDYMIDES MEAN 0.380 0.339 
(%) ST.DEV. 0.066 0.015 

N 5 5 

* 1 * *: Dunrl.ett-test based on pooled variance sig. at 5% or 1% level . 

Sanitized Version 

OW-SUM - 8 
09-FEB.-04 
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ORGAN/BRAIN WEIGHT RATIOS 
AFTER 6 WEEKS 
MALES 

BRAIN MEAN 
(GRAM) ST.DEV. 

N 

HEART MEAN 
(%) ST.DBv. 

N 

LIVER MEAN 
(%} Sf.DEV. 

N 

THYMUS MEAN 
(%) ST.DEV. 

N 

KIDNEYS MFAN 
{%} ST.DEV. 

N 

ADRBNALS MEAN 
(%) ST.D.EV. 

N 

SPLEEN MEAN 
(%) ST.DEV. 

N 

TESTES MEAN 
(%) ST.DE\T. 

N 

EPIDIDYMIDES MFJ.\N 
(%1 ST.DEV. 

N 

SUMMARY 

GROUP 1 
0 MG/KG 

1.96 
0.05 
5 

52.037 
4.187 
5 

405.45 
30.71 

5 

21.63 
3.28 
5 

93.62 
7.49 
5 

3.243 
0.397 
5 

33.276 
2.516 
5 

176.08 
3.48 
5 

59.184 
7.716 
5 

GROUP 4 
150M3/KG 

1.90 
0.07 
5 

58.223 
5.508 
5 

477.24 
36.22 

5 

24.22 
5.33 
5 

103.05 
8.46 
5 

3.157 
0.701 
5 

36.910 
2.660 
5 

172.83 
11.30 

5 

58.584 
3.315 
5 

r""'yw.~fllr~N-··. m ~ .. m~~~, . * /**: Dunnett-test based on pooled variance sig. at 5% or 1% levelw;:e~.,NOf...O:Qil~~$ 

Sanitized Version 

OW-SUM - 9 
09-FE:B-04 
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RCC STUDY NUMBER 8517 
(! 

ORGAN WEIGHTS (GRAM) SUMMARY 
AFTER 6 WEEKS 
FEMALES 

GROUP l GROUP 4 
0 MG/KG 150 MG/RG 

BODY W. MEAN 194.55 194.75 
ST.DEV. 11.14 13.66 
N 5 5 

BRAIN MEAN 1.85 1.85 
ST.DEV. 0.06 0.07 
N 5 5 

HEART MEAN 0.701 0.703 
sr.DJW. 0.041 0.075 
N 5 5 

LIVER MEAN 5.56 s.ao 
ST.DEV. _ 0.51 1.21 
N 5 5 

THYMUS MEAN 0.44 0.37 
SJ:.DEV. 0.08 0.06 
N 5 5 

KIDNEYS MEAN 1.29 1.29 
Sl'.DE.V. 0.12 0.14 
N 5 5 

ADRENALS MEAN 0.075 0.078 
ST.DEV. 0.010 0.010 
N 5 5 

SPLEEN MEAN 0.438 0.472 
sr.DE\1. 0.029 0.077 
N 5 5 

OVPJUES 'MFMl 0.111 0.107 
ST.DE\1. 0.017 0.027 
N 5 5 

CV~EICN 
*/**: Dunnett-test based on pooled variance sig. at ~-%ru~~~~~~' 

Sanitized Version 

OW-SUM - 10 
09-FEB-04 
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J!Fcc STuDY NUMBER 85~7 

ORGAN/BODY WEIGHT RATIOS SUMMARY 
AFTER 6 WEEKS 
FEMALES 

GROUP l GROUP 4 
0 ID/I<G 150 MJ/KG 

BODY W. MEAN 194.55 194.75 
{GRAM) ST.DEV. 11.14 13.66 

N 5 5 

BRAIN MEAN 0.95 0.95 
(%) ST.DEV. 0.05 0.06 

N 5 s 
HEART MEAN 0.361 0.361 
(%) ST.DPN. 0.029 0.027 

N 5 5 

LIVER ME'AN 2.85 2.96 
(%} ST.DEV. 0.20 0.42 

N 5 5 

THYMUS MEAN 0.23 0.19 
(%) ST.DE'l. 0.03 0.03 

N 5 5 

KIDNEYS MEAN 0.66 0.66 
(%) ST.DEV. 0.03 0.04 

N 5 5 

ADRENAL$ MEAN 0.038 0.040 
(%) ST.DEV. 0.004 0.003 

N 5 5 

SPLEEN MEi\N 0.225 0.242 
(%) ST.DEV. 0.014 0.032 

N s 5 

OVARIES MEAN 0.057 0.056 
(%. ST.DEV. 0.008 0.017 

N 5 5 

* /*"': Dunnett-test based on pooled variance sig. at 5% C>~~Ot..t!l~t~~ 

Sanitized Version 

OW-SUM - 11 
09-FEB- 04 
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c STUDY NUMBER 8 77 

ORGAN/BRAIN WEIGHT RATIOS SOMMARY 
AFTER 6 WEEKS 
FEMALES 

GROOP 1 GROUP 4 
0 Jf/3/KG 150 ID/KG 

BRAIN MEAN LSS l.BS 
(GAAM) ST.DEV. 0.06 0.07 

N 5 5 

HEART MEAN 37.965 38.104 
(%) ST.DEV. 1.940 4.471 

N 5 5 

LIVER MEAN 300.30 312.92 
{%) ST.DEV. 20.11 55.80 

N 5 5 

THYMUS MEAN 23.76 19.84 
(%) ST.DE:V. 3.60 3.63 

N 5 5 

KIDNEYS MEAN 69.98 70.00 
(%) Sl'.DEV. 5.43 6.32 

N 5 5 

ADRENALS MEAN 4.034 4.194 
(%) ST.DEV. 0.517 0.390 

'N 5 5 

SPLEEN MEAN 23.695 25.466 
(%) ST.DEV. 0.995 3.309 

N 5 5 

OVARIES MEAN 6.012 5.861 
(%) Sl'.DEV. 0.800 l-645 

N 5 5 

* /**: D.mnett-test based on pooled variance sig. at 5% or 1% lavel. 
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Sanitized Version 

REPORT 

9 INDIVIDUAL TABLES 



MORTALITY DATA 
MALES 
GROUP 1 (0 MG/KG) 

7 

SCiiEDULED SI?ON'I'l\NEOUS TREAT.MENT 
ANIMAL NECROPSY DFATH F"RCt1 TO 

1 21-JAN-04 24-DEC-03 20-JAN-04 
2 21-JAN-04 24-DEC-03 20-JAN-04 
3 21-JAN-04 24-DEC-03 20-JAN-04 
4 21-JAN-04 24-DEC-03 20-JAN-04 
5 21-JAN-04 24-DEC-03 20-JAN-04 
6 04-FEB-04 24-DEC-03 20-Jl.\N-04 
7 04-FEB-04 24-DEC-03 20-.mN-04 
8 04-FEB-04 24-DEC-03 20-JAN-04 
9 04.-FEB-04 24-DOC-03 20-J.AN-04 

10 04-FEB-04 24-DEC-03 20-JAN-04 

Sanitized Version 

MORT-IND - 1 
09-FEB-04 
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TUDY 

MORTALITY DATA 
MALES 
GROUP 2 (5 MG/KG) 

77 

SCHEDULED SPONTANEOUS TREAnmNT 
ANIMAL NECROPSY DEATH FRCM ro 

11 
12 
13 
14 
15 

21-JAN-04 
21-JAN-04 
21-JAN-04 
21-JAN-04 
21-JAN-04 

24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-J~-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 

Sanitized Version 

MORT-IND - 2 
09-FEB-04 
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MORTALITY DATA 
MALES 
GROUP 3 {50 MG/KG) 

7 

SCHEDULED SPONTANEOUS 'I'REA'l'MEN'l' 
ANIMAL NECROPSY DEATH FROM TO 

16 
17 
18 
19 
20 

n-JAN-04 
21-JAN-04 
21-JAN-04 
21-JAN-04 
21-JAN-04 

24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 
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MORTALITY DATA 
MALES 
GROUP 4 {150 MG/KG} 

SCHEDULED SPONTANEOUS 'rnEATMENT 
ANIMAL NECROPSY DEATH FROM TO 

21 
22 
23 
24 
25 
26 
27 
28 
29 
30 

21-JAN-04 
21-JAN-04 
21-JAN-04 
21-JAN-04 
21-~-04 
04-FEB-04 
04-FEB-04 
04-FEB-04 
04-FEB-04 
04-FEB-04 

24-DEC-03 20~-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 

CVISICN 
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RCC STUDY NUMBER 85jj77 

L 
MORTALITY DATA 
FEMALES 
GROUP 1 (0 MG/KG) 

SOiEDOLED SPONTANEOUS TREATMENT 
ANIMAL NOCROPSY DEATH :r:RCM TO 

31 21-JAN-04 24-DEC-03 20-JAN-04 
32 21-JAN-04 24-DEC-03 20-JAN-04 
33 21-JAN-04 24-DEC-03 20-JAN-04 
34 21-JAN-04 24-DEC-03 20-JAN-04 
35 21-JAN-04 24-DEC-03 20--JAN-04 
36 04-FEB-04 24-DEC-03 20-JAN-04 
37 04-FEB-04 24-DEC-03 20-JAN-04 
38 04-FEB-04 24-DEC-03 20-JAN-04 
39 04-FEB-04 24-DEC-03 20-JAN-04 
40 04-FEB-04 24-DEC-03 20-JAN-04 

Sanitized Version 

MORT-IND - 5 
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96 



.CC .STUDY NUMBER 8. 7 7 

MORTALITY DATA 
FEMALES 
GROUP 2 (5 MG/KG) 

SCHEDOLED SPONTANEOUS TREATI£NT 
ANJ11AL NECROPSY DEATH FROM TO 

41 
42 
43 
44 
45 

c::\V111ii~DN 

21-JAN-04 
21-JAN-04 
21-JAN-04 
21-JAN-04 
21-JAN-04 

24-DEC-03 20-~-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-~-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 

·-·-···-----·-···-J{[5j~t;;~~5-.,~f.JG~~~ ------ .. - ..... ---------·······----- -----------· ----- --- -----------------------·-·-··-····---------- .... 
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MORTALITY DATA 
FEMALES 
GROUP 3 (50 MG/KG} 

SCHEDOLED SPONTANEOUS TREA'IMENT 
ANIMAL NECROPSY DEATH FROM TO 

46 
47 
48 
49 
so 

21-JAN-04 
21-J.AN-04 
21-JAN-04 
21-JAN-04 
21-J.AN-04 

24-DEC-03 20-JAN-04 
24-DEC-03 20-J.AN-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-J.AN-04 
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MORTALITY DATA 
FEMALES 
GROUP 4 (150 MG/KG) 

SCHEDULE'D SroNI'ANEOUS ~'IMENT 
ANIMAL NECROPSY DEATH FROM TO 

51 
52 
53 
54 
ss 
56 
57 
58 
59 
60 

21-JAN-04 
21-JAN-04 
21-JAN-04 
21-JAN-04 
04-FEB-04 
04-FEB-04 
04-FEB-04 
04-FEB-04 
04-FEB-04 

09-JAN-04 24-DEC-03 09-JAN-04 
24-DEC-03 20-JAN-04 
24-DSC-03 20-JAN-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20~AN-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20~-04 
24-DEC-03 20-JAN-04 
24-DEC-03 20-JAN-04 
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MORT-IND - 8 
09-FEB-04 

99 



Sanitized Version 

RCC STUDY NUMBE 1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), MALES ANIMAL No. 1 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 s 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1-3 
···-s;.ri-;~'ii~·~·................... . ..... 1:3 ................... ._. ...... ...... ...... . ..... --· ...... ····- ...... ..... .. .... ······ ...... .. ...................................... .. 
............................................. ................ ...... ...... ...... ...... __ , ........................ ·-·- ........................................................................ . 

Hunched posture 1 · 

MOT ..... ~~~~!~ ..................... _ .. ,, ..... !~.~..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... ...... ...... .. .................................. .. 
. ~.I!~.'!'.?.!.~!~~-~!~9...... .. ... !::~..... ...... ...... ...... ...... ...... ...... ...... ...... -·.. ...... ...... ...... ...... ...... ...... ...... . ................................. .. 

Prostration 1 

BEH ..... t!Y.P.~E~.~!!~~Y. .............. ...... !::~..... ...... ...... ....... ...... ....... ...... ...... ...... ..... ...... ...... ....... ...... ...... ...... ...... ...... ...... ...... .. ............... . 
Somnolence 1-3 

RES Dyspnea 1 

:::J.~5iliY.P.~:~~:~~::::::::: :::~::(:::: ::::: .:::: :::::: :~:: :::: :~:::: :::: :::::: :::::. ::~: ::::: ::::: :::::: :::::: ·:::::: ::::~ :::: ::::: :::::: :::::: :=~: :::::: 
Bradypnea 1 

Treatment 
PARAMETER SCORE 22 23 24 25 26 27 28 

BEH ..... lj~~!~£!!~~Y............. . ..... !.:~..... .. ......... ···- ...... .. ............ , .. . 
Somnolence 1·3. . 

RES ..... QY.~.P..':!~ ............. --............. ~ ............. · ............. , ............... ···-· 
... .I.!l .. c:!.1l'P.~.~~ ........................ !...... ...... ...... ..... ...... ...... ...... '""' 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT::: Motor 
BEH == Behavioral 
RES = Respiration 
MIS= Miscellaneous 
P = Pretest examination (during acclimatization) 

I""] ::: No abnormal findings noted 

n = Severity of findings 

-------- ---------------------------------- -·--------------------------------------- --·------------------------· ---------·-·-------------- ------ _ -------------------------- ________________________ -----~i'V~-ou~~_!__ ___________________________________ -·-····--
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~277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), MALES ANIMAL No. 2 

Study day J treatment 

PARAMETER SCORE P 1 2 3 4 S 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1-3 

:::§.~~~~!~~!.!.:::::==:::: ~::I:~:::: ::= :::~: ~~::: :::::: :::: :::::: ::: :::: ::::: :::::: :::::: ::=: ::::: =~: ::::· ::::: ::::: ::::: ~:: ~~::: ::::: ::::~ 
Hunched posture 1 

MOT 
..... ~~~-~!~""""'"""'"""~··••·--• ...... !.:.~-••• •••-• •••••• ••-- •••••• """'" '"""" •••-~ "'"' '"••• , .. ._, .,,,., •••••oo '"'"" ""'" """ '""'' •-•••1--n••• "'"' ""'' '""" "'"'" 

..... !.':~.~!!.!~~!~~!~~ ...... ...... 1:.~ ..... ...... ··-- ...... . ........ ,_ ···-·· ..... ...... ...... ...... ...... ...... ...... ...... ..,_ ...... .-... ···-· ...... ...... .. ........ . 
Prostration 1 

BEH · Hyper~ctivity 1-3 
···-s;;.;;r;~·ie~~;·--................ 1:3··· ...... . ................ --· ..... . .............................. ······ ............ --.. ---· ........... ······ .................. . 

RES 

::~~~:.~?.~:~:::=:::::::: :::::::i::::: :::.::::::::::: :::: :::::::::: ::::: :::::: =~::. ::: :::= :~::: :::::: ::::: :::::::::: :::· :::~: ::::: :::: ·:::~·::::::. 
Bradypnea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

APP Piloerection 1-3 

::~~~~lY.~!~?.~::::::::::::::: .:::1:~:::: :~::: .::=:~ :~::: ::::: ~::: ::::::· .=::: 
Hunched posture 1 

MOT Ataxia 1-3 --·······---····· .. ·-··--········- ··-············ ...... ····- ·~···· ...... .. ............ ··-·· 
_ ... !.~~~P.f~!~.~~~ ..... ..... ~:.~..... .. .... -·- ...... ...... ...... ...... ---

Prostration 1 

BEH ..... t!Y.J?.!~~-~~}:!!!Y, .................... !::~.... .. .......... --· ..... -- ........... . 
Somnolence 1-3 

RES ... :!?.>!~.':!~.~ .............................. !....... ...... ...... ..... ...... ...... ..... .. .. .. 
.... I~~!!Y.P.~.~!:! ................. ........ !....... ...... .. ................... _ ........... . 

·Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES= Respiration 
MIS= Miscellaneous 
P =Pretest examination (during acclimatiZation) 

f ... ..J = No abnormal findings noted 

n = Severity of findings 

.. ----·-·--····---·---···;~~(''J~~b~---··----- --··- ··-·· ---------~---·--·-·-·---·-------· ······· -··------- ... -
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Sanitized Version 

STUOYNUM 1277 

DAIL V CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), MALES ANIMAL No. 3 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 
APP Piloerection 1-3 

:::::~~!}y~!~~~:=~:::::~::~:: ~~:f:~:~ ~::: ~::::: :: ::::: :~~: ·:::~. ::::= ::::: ::::: :::= :=:: ::~:: :::::: :~::: -=:::: :::::: ::~~: ·::::: ::::: ::::= ~=~- :::::: 
Hunched posture 1 

MOT ..... ~!~.~!~ ................................. !:~.... ..... ....... ...... ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... ..... ...... ...... .. ......................... .. 
..... '!.~~-~-?.!!.!~~!!?!:!!~~ ........... !:~..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... .. ................................. .. 

Prostration 1 

BEH ..... t!XP.~.~~E~~~~~Y. ................... }.:~-.. ..._ ...... ...... ...... .. .................. ·-·- ...... . ..... · ...... ...... ...... ...... ...... ...... . ................................... . 
Somnolence 1·3 

RES ..... QY.~P.f.!!:.?. .............................. !....... ...... ....... ..... ...... ....... ...... ...... .. ... ~ ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... .. ........ .. 
..... !.?.~-~¥.£~.~~ .......................... ~...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... .. ................ ·-- ...... ...... ...... ....... ...... ...... """ ... .. 

Bradypnea 1 

Treatment 
PARAMETER SCORE 2.2 23 24 25 26 27 28 

APP Piloerection 1-3 

::::§.~!!:~~~~~:::~::::::::: :::~!=~=: ==· :::::: ~::: =::: :::::: ::=~ :~~: 
Hunched posture 1 

BEH ..... ~~P.~~!:.9.!~.Y.~Y. ................... J:~.... ...... ...... ...... ...... .. ............... . 
Somnolence 1·3 

RES ..... f?J..~P.~~~ .............................. !. .............................................. . 
..... T~<:!!:£.1?.!).~ ......................... l. ........... ··--· ....... ~-··· ...... ...... ---

Bradypnea 1 

Abbreviations: 

APP =Appearance 
MOT:;: Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P = Pretest examination (during acclimatization) 

r .... ] = No abnormal findings noted 

n = Severity of findings 

-----------------------------------------·-·--------------:..----·· -~- ---· .. --- -- ----- --- -·-------··--· ---· ----------------- --··· .•. ··------------· 
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Sanitized Version 

DAILY CAGE .. SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), MALES ANIMAL No. 4 

APP 

MOT 

BEH 

RES 

APP 

MOT 

BEH 

RES 

Study day I treatment 
PARAMETER SCORE .p 1 2 3 4 s 6 7 8 s 10 11 12 13 14 15 16 17 18 19 20 21 

Piloerection 1·3 
·····s-;;ii~atTc>·~ .................... " .... 1:3 .................................................................. ~ ...................................................................... . 
··---.................................... '""'''"""" ._... ...... ...... ...... .. ...................... ·-- '""' ....... """ ...... ..... ...... .. .... """ ........................... .. 

Hunched posture 1 

... _t:!Y.£~!~9.!!~~!¥ .................... ~.:~.... ...... ...... ...... ...... ...... ...... ...... . ..... -· ...... . ....................... """' ...... ...... .. ............................ . 
Somnolence 1-3 

.::::i~~0.i.~i.~:::::::::::::::: .::~:I:::::~ :::::: ::::: :::::: ::::: ::::: ::::: ::::: ::~~ ~~=: :::: ==: ::::: ::::: ::::: .:::::. :::: ~::::: :::::: .:::: .:::: ::: =::: 
Bradypnea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

Ataxia 1-3 

:::I~~T.:~~~~~~FJ~~:::::· :::::~:~::::: ::: :::~ .:::: ::::: :::::: :~:::· ::::: 
Prostration 1 

..... t!}!P.~.~~.~~~~~Y. .................... ~.::~..... ...... ...... ...... ~···· ...... ..... . .... . 
Somnolence 1-3 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS= Miscellaneous 
P::: Pretest examination (during acclimatization} 

L...J = No abnormal findings noted 

n = Severity of findings 
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DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), MALES ANIMAL No. 5 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1-3 ..... s~i-iVa1ioii····-·-··-······· ·-···1:3--· ···-· ...... ···-· ······ ···- ...... ..._. ······ ..... ······ ···-· ··-· ······ -···· ······ ...... ...... ······ ..... ······ ........... . 
••••••••••••~••••••••••••••••M•-••--··- ••••••••••-•••• •••-• -N• •••••• •••n• •••••• " .. ,. ,., .. , -•••• •••n• •••••• •••••• •••"• •••••• ..... ..., ... , ••••- •~•••• .,.,. .. .... •••••• •••••• -•••• 

Hunched posture 1 
MOT Ataxia 1-3 

:::Ii.~~~r.~!!~E!~:ii:~:. :::::2~~:::: :::: :::::: :::::: :::::· :::~: ::::· ::::~: :::::: ··::::. :::~ :::::: .:::~ ~~::~ ~::::: ·::::. ~:: :::::: ·:::::· =::: :::::: ~::::: ::::= 
Prostration 1 

BEH ... J:!l'P.~.~~~J~!!Y.. ................... J .. :~ .................................................................................... _ ........................................... - """ 
Somnolence 1-3 

RES Dyspnea 1 

::::!~~~~£~~;.:::::::::::: ::::::~:::::: ~::::: :::: ::::::· ·=~ .:::: .::::: :::::: :::: :::::: ::: :::: ·:::. :::: :::::: :::~:: :::: ::::: ::::. ::::. ::::: :::::: .:::: 
Bradypnea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

APP Piloerection 1-3 ............................................. -.............. ...... ...... ...... ...... ...... ...... . ... .. 
..... ~~~~.':~!~.':! .................... ...... 1~~---· ...... ...... ...... ...... .. ............... . 

Hunched posture 1 

MOT .... ~~.~2-............................... !.:.~ ................. ·-- .. _. .. .............. .. 
·--~~~m.gr.~~J~!!l9 ...... ...... !:~..... ...... ...... ..... ..... .. .......... ,_, 

Prostration 1 

BEH .... l:!Y.P .. ~E!~.i.~[!Y. ................... .!::~..... ...... ...... ..... ...... ...... ...... .. ... . 
Somnolence 1-3 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P =Pretest examination {during acclimatization) 

I...J = No abnormal findings noted 

n = Severity of findings 

C\l'I&IDN 
•• n ''~#'"'~,·.Ja~ QG~#- • 
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DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), MALES ANIMAL No. 

APP 

MOT 

BEH 

RES 

APP 

MOT 

BEH 

RES 

Study day I treatment 
PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 
Piloerection 1·3 , 

~::::~~!~~!!~~~::::==:::::::::: :=:1~~::::: ~:=. ·:::: :::::: ::::: :::::: ~~:: :::::: :=::: ::::: ::::: ::=:: :~::· ::~: ::::: ·:::::: ::::: :::::: ~::::: ::::: :::::: ::: :::::. 
Hunched posture 1 

·--~~~~ .............. -...... ~ ... ,_,1.::.~..... ..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... .. .... ·-·- ...... ······ ...... ...... .. ......... . 
..... !.~~T~r!.~'!'l~<:.~l!!~ ...... __ .!: .. ~ .. - ...... ....... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... ·--· ...... ...... . .......... . 

Prostration 1 

..... t!Y.P.~!~~!!~!!¥ ................... -~:~..... ._... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... .. ................ ·-·· ...... _, ...... , .... . 
Somnolence 1·3 

Treatment StUdy day I recovery 
PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 

.... f.!!~.~r.~~-~tq~ ...................... ~.::.~..... .._. ...... ...... ...... ···-· ...... ...... ...... ...... ...... .. .... ~.... ...... ...... ....... ...... ...... ...... ...... ...... .. ... . 

..... ~.~!~.'::~.~~.'2 .................. ,. ..... .!.:~-- ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ....... ...... ...... ...... .... ..... .. ... . 
Hunched posture 1 
Ataxia 1·3 

:::::r~m~0.!!~!£~!~i:~: ::::I~:::· :::::: ::::· ::::: ~::: ::::: ·::::: :::= ::::: .:::::: =:=: ~:::: :~::: :~::: ~:::: :::=: :~::: :::::: ·::::· :::· :::: ::::: 
Prostration 1 . 

... ~Y.P.~.~~~!I~Y. .................... ~ .. :~..... ...... ...... ...... ...... ..... .... ..... ..... ...... ...... . ............................................ ~ ..................... .. 
Somnolence 1·3 

.... P.Y.~Er.!~.~ .......... ; .................. .:! ............ _. ...... ...... . ... ,. ...... ...... ..... ...... ...... ...... ...... ....... ...... ...... ...... ..... . ........................... .. 

.... I.~£~Y.E!:l.~!! ................. l-...... !....... ...... ...... ...... ...... --·· ...... ...... ...... ...... ...... . .............. _ --· ...... ...... ··-- ...... ...... ...... .. .. . 
Bradypnea 1 · 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH =Behavioral 
RES = Respiration 
MIS= Miscellaneous 
P = Pretest examination (during acclimatization) 

("'"') = No abnormal findings noted 

n = Severity of findings 

----------- ----------------·· ---··-·· .. -·- ------------------ --··-···------ . ------------- --------·-······-----------·····--·· ______ ::~~~i:W~':t~-~t~--
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DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), MALES ANIMAL No. 7 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP oooo~i,!~.~!2~.!~o~uoooouooooooou OM .. t:~oono ...... """' """ ooouo -UM OHO' oooooo oou" '""'' oooooo ...... -Hh NO .. O """ HOHH ...... OhOOO "'" M"M HH" "'"' ''"' 

·-.. ~~!~~.?..~~~.r:! ..... _ .. , __ ...... ...... !::.?..... ...... ....... ...... . ........... '""~ "'"" -··- ....... '"'" ...... .. .... """ ...... """ """ ...... ..... """ ...... .. ........ .. 
Hunched posture 1 

MOT ..... ~!~~!?. ____ , ........... -~·-· ..... .!:~..... ...... ....... ...... ...... ...... ...... ...... .. .... "-··· ...... .. .... "'"" ...... "'"' ....... ...... '""' ....... ""'' ...... .. ....... .. 
..... !.~~~~!!.!~~~~!~9. ............ !::~ ...... '""' ··--· """ """ ...... ..... ..... ...... ....... ..... .. .... --·- ............ 1-·-- .............................. """ .... .. 

Prostration 1 
BEH ..... J:IJ:'P .. ~~~-~~~~!Y.,_ ................ !:~ .. -· ...... !--..... ""M .. .-........................ _ ...... "'"' ............ "'"' """ ........... -···· .............................. . 

Somnolence 1-3 

RES ..... ~Y.~e!:!~.~ ............. -... ~. ~"""~"""' ............................................................................. ; .. , .. : ... ............................................. .. 

APP 

MOT 

BEH 

RES 

, .... !.:~ .. C::.~Y.P.f.'.7.~ ................. Nh .... 2....... ...... ....... ...... ''"'' -HH NHO oHNO """" •NNO '""" """ "'" """ ..... , "'"' "'"' 00,.,, ""'" "''" """ ''"" '""'' 

Bradypnea 1 

Treatment Study day I recove "'_ 

PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 

Piloerection 1-3 .................. -............. _ ............................... ·--· .............. _ ...... .. ................ ·-- ...... -·- '""' ..... ~'-"'" ...... ...... ....... ...... ...... .. .. .. 
Salivation 1-3 ..... RU'nc'h~d'·i)os-i~r;·m ........ 1....... ...... ....... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... . .... . 

-·~~22~---·-·--.................... ~~~-- .................................... ···-· ................... ··-- ...... ·--· ..... . .......................................... . 
.... I!.~~-~!.~~~~'?.~!!1.~ ...... ...... !:~ ............................. ······ ...... ···-· .................................. --· ........................................... . 

Prostration 1 

..... tf.Y.P.~~~E~!~~ .. --.. -.......... !::~..... --.. --·· ..... ···- ... _, ....... ...... ...... ..... .. ............................. ~oo.... ...... ...... . ........... r ......... .. 
Somnolence 1·3 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 

(""") = No abnormal findings noted 

n = Severity of findings 

P = Pretest examination (during acclimatization) 

P""'%.,f!'lillk~""'I'CN-@ ~ •t,t. fi"l!!l'~ ~--
------·-··-·---···· --------··- ____ _.-~~i:1~NQ.f1.,_~t~---- _________ ............. ____ _ 
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Sanitized Version 

Jcc STUDY NUMBER~277 

DAILY CAGE-SIDE OBSERVATIONSJ INDIVIDUAL OAT A 

GROUP 1 (CONTROL), MALES ANIMAL No. 

Study day I treatment 
PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP ····-~-~!9.~!:~E:~!~.~ ...................... !.:~..... ...... ....... ...... ...... ...... ...... ...... .. ............ ._.. ...... ...... ...... ...... ...... ...... ...... ...... ..... .. .............. .. 
..... ~~!!~~!~C?.'2 .................... ...... ) .. :~----· ...... 1--·· ...... ...... ...... ...... ...... ...... ...... ...... ...... ..... "''" ..... ....... ...... ...... .. ............................ . 

Hunched posture 1 
MOT Ataxia 1·3 

:::tr.~ii3.rL!i!(!~~r.~:i.::~: ::::::2:~:~~ :~::: ~::· :~::: :::::: :::::: :::~ ~::. :::: :::~ :::~: ~=:: .:::::· :::: :::::: ·::::: :::::: :~~= ::::: ~:::: ::::: :::: ::::: 
Prostration 1 

BEH ..... t!)!'P.~.~~~!!~!!Y. .................... ).:~..... ...... ...... ....... ...... ...... ....... ...... ...... ..... ...... ...... ....... ...... ...... ....... ...... ...... ...... ...... ...... .. ......... . 
Somnolence 1-3 

RES ..... P.Y.:?.P..':'~.?. .............................. 2 ................................................ --· .................. 1-·-· .......................................................... .. 

.... I~~t!Y.P.~.':':!!:,,.,.,,,'""' ... ~,.,.,} .. ._,. """ ,_,.,. "''" ""'' '"""' ........ ,,,, '"'"' ...... '"'" "•'" "'"'' '""' ,,,,,. "'"• '"'" .. , .. , "'"' ,, ... ,. '''"' "'•" ..... . 
Bradypnea 1 . 

Treatment Study day 1 recovery 
PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 

APP ..... ~.~!~.~r.~£~!:1~ ...................... ) . .::~..... ...... ...... ..... ...... ...... ...... ...... -·~· ...... ---·· .... _ ..... ...... ...... ...... ...... ...... ...... ...... .. ........ .. 
..... ~!.l!.Y~~!?.!! .................... ..... ~:.~..... ...... ....... ...... ...... ...... ....... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... . ... .. 

Hunched posture 1 
MOT Ataxla 1·3 

:::I.!.~:~!i2!i.~~1~£~~:=: :::::I:f::: :::: r-_:: ·::::: ::::: :~:: :::= :::~: :::· ::~ =:: ::::: :::: ::::: :::::: :::: ::::: ::~:: :::::. ::::: ::~~ ~::::: 
Prostration 1 

BEH .... .t!¥P.!:.~?.-~L':'!!Y. .................... 1-.. ~.... .. .... !--···-- ...... ...... ...... ...... ...... ..... ...... ...... ...... ...... ...... ...... . ...... ..... • ............ ·--- ...... .. .. .. 
Somnolence 1-3 

RES .... !?.~P.!l~.~ .............................. :!. .......... ~ ...... ...... .._ ......................... ~--- ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... .. .. . 
... .I~~!!Y.P.!.12~ .......................... ! ................................. ~... ..... - ......... """ ........................................................ .-....... ; .... .. 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P =Pretest examination (during acclimatization) 

I.. .. ..J = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

JCC STUDY NUMBE-277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), MALES ANIMAL No. 9 

APP 

MOT 

BEH 

RES 

APP 

MOT 

BEH 

RES 

Study day I treatment 
PARAMETER SCORE P 1 2 3 4 5 ~ 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 
Piloerection 1·3 

... w ........................................ -·-·-··-·~ ..... ...... ...... ..... ...... ....... ...... ...... ..... ...... ...... ...... ...... ...... ···-· ......................................... . 

Salivation 1-3 ........................ ~ .................................... --·· ...... ...... ...... ....... ...... ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... ....... ...... ...... .. ......... . 
Hunched posture 1 · 

..... ~Y.P.~~~~~!.':::~!>! .................... !.:~--- ...... .. ... --· ...... ...... ..... ...... ...... ....... ...... ...... ....... ...... ...... ..... ...... ...... .. ....................... -···· 
Somnolence 1·3 
Dyspnea 1 · 

~::~f.~~:~Y-P.r.:~~:~:~~::::~:::: ::~:=:i::=: === ::::: ~:::: ==:: :~:::: :::::: ::::: :::::: ::::: ::::: =~~: === :::: =:::. ·:::: ::::: :::::: ::::::: ::::: :::: ::::~: ::::· 
Bradypnea 1 

Treatment Study day I recovery 
PARAMETER SCORE 22 23 ·24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 
Piloerection 1·3 .... sai.iVaii~n ...... _ ................. 1.-3..... ...... ···-· ...... ...... ...... ...... ...... ...... ...... ...... ..... ..... ...... ...... .. ......... ~···-~----· " .......... ·--· 

.... Hu~cilaei·-pc;;iu;;···· ........ ;........ ...... ....... ...... ...... ..... ...... ...... ...... ...... .. ............ '".. ...... ...... ...... ...... ·-- ....................... . 

Hyperactivity 1-3 ..... s~~r;~~~;;~ .................... 1:3 ..... ·--· ...... ..... ...... ...... ·-- ...... ...... ...... ·-- ...... ....... ...... ...... -·-· ...... ...... .. ................ -.. . 

~::f.~~~i.:.~~~:~~:::::::::::: ::~~::t~~- :~~: :::::: :::::~ :::: ::::: :::: ~:~. ==:: ::~~ ==~ ==~ ::::: ::::: :::::: ·:::::· ::::: :::::: :::::: :::: ::::: :::: 
Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT!!: Motor 
BEH = Behavioral 
RES= Respiration 
MIS = Miscellaneous 
P:;; Pretest examination (during acclimatization) 

("''"} = No abnormal findings noted 

n = Severity of findings 

-----·-----------------·------·----....................................................... ---........ ____ .......... _ ........................... ------.. --·-·-·----------·------------............... .....::'~J~Qt..C~~mii-..... • ................... ----· .. ·----·------
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Sanitized Version 

~1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), MALES ANIMAL No. 1 0 I 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1-3 

:::::~~I~~!~~~:~::~::::::::::::: :~::!:.~~:~ :::::: :::::: :::::: ::~:: :::~: :::::: =: ::~: =:~:. :::::: :::::: .:::: ·:== :=::: :::::: ::::: ::::: :::::: ::~~ ::::: :::::: ::~~ 
Hunched posture 1 · 

MOT .... t~.~!~ ... -................... ,_ ..... 1:~..... ,..... ...... ...... ...... ...... ...... .. ................. '"'" ...... ·-- ............ -·-·· ...... """ ····· ...... '""' !--··-· .... .. 
..... !.!..~.T..?.!.{!~i~!?!!!!2~ ........... J.:~..... . ................. "'"' :..--· ...... ...... ...... ..... ...... ...... ...... ...... ...... ..... ...... ...... ...... ...... ...... .. .. ~ ..... . 

Prostration 1 

SEH ..... t!Y.J?.~r:!l.~!!.'!.~~Y. .................... !.:~..... ...... ...... ...... ...... ·--· ...... ...... ...... . ................. 1--..... ...... """ ...... ...... ...... ....... ...... ...... .. .......... . 
Somnolence 1-3 . 

RES ::::1~~;;~~~=::=:::::::::: ·:::=~~:::~: ::::: ·:::: ·:=:: :::::: ~:::: :::::~ :::: ::::: :::: :::: ::: ·:::. :::: :::: :::· ::::~ :::: :::: ~:::: :::::: ::::: :::: 
Bradypnea 1 

Treatment Study day I recovery 

PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 

APP Piloerection 1·3 --sai·i·.;a'titi·;;---............. . .... 1:3..... ·-·· ···- ............... -....... ...... ...... ...... ...... ...... ...... _... ...... ....... ....... ...... ..... ···-· ...... . .... . 
............ , ____ ,,_ ............................................................................................................. ._ ....................................... ······ .... .. 

Hunched posture 1 
MOT 

SEH ..... ~~~;;~~~ .............. -·-·~:~·-- ........... -·- ........................... ~. ·-- ....................... ··- ·-·- ...... ·--· .................. --· 
RES ..... ~Y.;?.P!.!~~ ............................... '!. .... ~ ...... .. ............................ :. ..... ~·-· ...... .. .... .:. ................. --- ...... ..... ...... ...... ...... ...... .. .•. 

., ... !~~~Y.l?.~.~~-"'"'""'"" ,.,.,,.J., .. ,., "'"' """ """ """ """ """ "'"' ,_, """ "'"' """ '"" "'"' "''" ,.,.;. .,,;., '""' f-•oo•• ''"" "'"' '"'" 
Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P =Pretest examination (during acclimatization) 

I...J = No abnormal findings noted 

n = Sevedty of findings 

_____________ 'Jr:~-~;.t!J~;~~~m~---·----------· . ___ _ ____ --------------·---------- -··-·· -----------··--·- ·-------------···· 
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Sanitized Version 

1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 2 (LOW DOSE), MALES ANIMAL No. 111 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6. 7 8 9 10 11 12 13 .14 15 16 17 18 19 20 21 

APP "'''E~!~.~!:~!?.!!£~.,,,,,,., .. ,.,., """~,:~"'" ~nooo fo-ooHo mOo• """ "'"' """ '""' """ """ ''"'' '''" """' ''"" ''"" "'"" "''" "''" "'"' """ '"'" "'"" "''' 

Salivation 1-3 ........................................ _,, ................ ..... ...... ...... ...... .. ............................ ~ ...... ...... ...... ...... ...... ....... ...... -- ...... ...... ...... .. ........ .. 
Hunched posture 1 

MOT Ataxia 1-3 

BEH 

RES 

APP 

MOT 

BEH 

RES 

::=!!.~~~!!.!.~~~~!~:~:::~: :~::T~:=. ::::. ~~:: :::::: ::::: ~:::: ~:::: :::::: :~:: :::· ::::: :::::· .:::::: :::::: ::::: ::::: ::~ =~-~ ::::. ::::: :::::: :=: .:::. 
Prostration 1 

..... t!Y.E~.~~~~~!!Y.. ................... !::~..... ...."· ·-............................... ~ ...... ,_.. .~ .... r-..... ....... ...... ...... ...... ...... ...... ...... ...... ...... . ....... .. 
Somnolence 1-3 

:::~li~:.;~~::::::::::::: ::::::L:::: :::: .::::: ·:::: ::::: ::: :::~ :::: .::: :::: :::: :~::: .:::::: :::::· ::::: :~-~ ::::: :~:::: .:::::: ::::: ::::: ::::: :::· 
Bradypnea 1 

Treatment 
PARAMETER SCORE 22 23 24 25 26 Zl 28 

Ataxia 1~ '"'"'""'""'"'""'---·····""" ... _ .......... -·- r-..... ...... ...... ..... ...... .. .. .. 
..... !!.!:.~'i?!~~!~!!!!:llL ......... !:~ ... ~ -... ...... ...... .. .... ·-- ..... . ... .. 

Prostration 1 

.... !:i.Y.P.!:.~~~!.'f.~!Y.: ................... !.~~·-- ...... .. .... -·-~ ...... ...... ...... .. ... . 
Somnolence 1-3 

..... ~.~P!.!~.~ ............................... !....... .. ............................ -··· ··-·· 

..... !.~~.~JJ?.!:l.~~-·····-.. ·-·· ...... .1....... ...... ····- ...... ·-- ...... -·-· ..... . 
Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT:: Motor 
BEH ==Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P =Pretest examination (during acclimatization} 

r .... J ::; No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

~1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 2 (LOW DOSE), MALES ANIMAL No. 121 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP •.•.. ~!~.~~~9.~!~!!................ . ... !.:~... . ..... ·-·- ...... ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... .. ........ .. 
..... ~'!'f.~.~!~!! ...... ._ ................. !.:~..... ...... ...... ...... ..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... ...... ...... .. ............... . 

Hunched posture 1 

MOT .... !.-~~2<1!!: ........................... ...... !:~ ........... · ....... ~... . ..... '-·-.............. ·-·· ...... ...... ...... ...... ...... ...... ...... ...... . ....................... :-- .... .... .. 
..... !.~~'!12~!~~~~'?.~~':'JL.... . .... ~.:~..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... ...... ...... ...... ...... ...... ...... ...... .. ......... . 

Prostration 1 

SEH ... !.:!~P-~!~?.!l~~!Y. .................... ~.::~ ........................................................... , .... ""' ....................... ·--· ........... ~ ..... ""'' .......... .. 
Somnolence 1-3 

RES Dyspnea 1 · . 

::J.~2EY.i.~:~~~~:::::::~::::: ~:::=!:~:: ::::: ::::. :::: ::::~ ~:::: ::: ::= ::::: ::. ::~ ::::: :::· ::~ :::: ·:::: ~::: :::::: ::::: :::. ::::: ::::: :::::~ 
Bradypnea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

APP ..... ~!!£~!.~~~!!?!! ...................... !::!!.... ...... . ..... ··-· ...... ...... ...... . .... . 
..... ~~!!.~~!~~-~ ........................... !.:~L .. --· ...... ·-- ...... ~o-................ . 

Hunched posture 1 
MOT 

BEH .... t!Y.P.~~!1 . .C?!!~~~Y............... ... .. ~ .. -:~ .... --· ...... ...... . ..... --· ..... .. .... 
Somnolence 1-3 

RES · .... QY..~!.!~! ........................ ---~....... ...... ...... ...... . ...................... . 
..... !.~.~Y.P.~~~ ......... _. ............ J ............. ·-- ............................. . 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES= Respiration 
MIS = Miscellaneous 
P = Pre1est examination (during acclimatization) 

. -·-···-·-------------Y~f;:Ht~E~~t~- .. -·----·-·· ---··--··----.. ·------------------·--------------

("""] = No abnormal findings noted 

n ::::: Severity of findings 
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Sanitized Version 

llliiiiiiiiiiil1277 
DAllY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 2 (LOW DOSE), MALES ANIMAL No. 131 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP ,,,.,E~~-~~<?.~!~~"''''''''"''"' _ .• !.:~""' ••••oo ~""' ·-- '""' ""'" "'"'' •••••• •••••• '""" oMooo •••"' ""' ""'" '""' "'" .,.,., "'"' '"'" '""' '''"' """ '""" 

..... ~~~Y.~~~.!:! .......................... !.::~ ....................................................................................................... ~"""" ...................... .. 
Hunched posture 1 

MOT ..... ~~~~ .................................. !.::~ .. - ............................................................................................ m .................................... .. 

•••••!!~.~?!~~!?.':!!!.'jL,.,, , ... !::~ .... """ '''"' •••-• om•• "'"'' ''"'"' ""'' '""' '"'''" .,,. .. '""" '""'" ""'"" ''"'' ""'" oooo• '""' "'"'" ooooo• oooooo "'" """' 

Prostration 1 

BEH ... }i¥P.!:.::':.?.~!Y!!Y. .............. ...... !:~..... ...... ...... ...... ...... ..... ...... ...... ...... ...... ...... .. .. ~ ....... ...... ...... ...... ...... ...... ...... ...... ...... .. .... ~ ... .. 
Somnolence 1·3 

RES ..... QY.::;.e!!~!! .............................. ~....... ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... ....... ...... ...... ....... ...... ...... ...... ...... ...... • ......... .. 
..... !.::~!:!Y.E~~-........................ ~ ............................................... o» .......................... ~ ........ _ ......... ·--· .................................. .. 

Bradypnea 1 

Treatment 
PARAMETER SCORE 22 23 24 25 26 27 28 

MOT .... ~~~~!~ ............... -.......... ..... !:~..... . ..... ·~···· ....... ··-- ...... ...... .. ... . 
..... !r.~~.?E.!~!~.~t'!9. ............ !:~..... .. .... -·-· ...... ...... ...... ...... .. ... . 

Prostration 1 

RES ___ QY.,~P..~~-~ .............................. 1 _ _... . .. _. ...... ...... ...... .. .............. .. 
.. ._~':!Y.P.~.~~--...................... ! ......... _. ..... ...... . ................. ··--

Bradypnea 1 

Abbreviations~ 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P = Pretest examination (during acclimatization) 

f"""J = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

~1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 2 (LOW DOSE), MALES ANIMALNo. 141 

Study day 1 treatment 

PARAMETER SCORE P t 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP ..... ~!!~.~~~~~~----··········· ...... 1.:~ ..................... """ ............................................................. ·-·· .................................... ·-··-
..... ~~!JY~.~!2!.! .......................... ~.:~..... ...... ...... ...... ...... ...... ...... .. .......... --·· ...... ...... ....... ...... ...... ..... ...... . ................ __ .......... .. 
. Hunched posture 1 

MOT --~J!i~!~ .................... ~ ............ !.~..... ..... ...... ...... ...... ...... ...... .. ... ~ ...... ...... ...... ...... ...... ...... ...... ...... ...... .. ......... r--· ...... .. ......... .. 

..... T.!.!:.T.E?r!.!~~!!?.~!~JL ........... ~:--~.... ...... ...... ..... ...... ...... ....... ...... ...... ...... ...... ...... ...... ...... ...... ...... .. ...................................... .. 
Prostration 1 

BEH ..... ':!¥.1?.~-~~?.!!Y.~Y. .................... ~:--~.... ...... ...... ...... ...... ...... ...... ...... ...... ....... ...... .. .... ... H.. ...... ...... ...... ...... ...... ...... ..... ...... • .......... . 

Somnolence 1-3 

• RES •.•• E~Y.~e!.!~~...................... . ...... ! .... ". ...... ...... ...... ...... ...... ...... . ................................. ~ ...... ...... ...... ...... . ................. nom ---~ .... . 
.... !.~~~ll?.~.~!:! ......................... !....... ...... ...... ...... ...... ...... ...... ...... ...... .. .......... f-..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... .. .. . 

Bradypnea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

BEH .... !:!Y.P .. ~~?.~!Y.!!Y. .................... !:~--~ ~ ..................................... . 
Somnolence 1·3 

RES ..... P..Y.!::.R!2~.~..................... .. ...... ! .... - ..... ...... .. ................ -... .. ... . 
..... !~~-~Y.P.r.!.~~ ................. ____ 1....... ..... ..... .. .. - ...... ...... ...... . .... . 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT =·Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P = Pretest examination (during acclima1ization) 

r .... J = No abnormal findings noted 

n = Severity of findings 



Sanitized Version 

J!JCC STUDY NUMBEI!!f 277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 2 (LOW DOSE)t MALES ANIMALNo. 151 

Study day I treatment 
PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 1G 17 18 19 20 21 

APP ••r•~~~.~r.~~~~"''""'''''''''" •••••!.=~•••• '''" "'" ,,.... •••• ''"" "'"' ,.,.,, '"'" ''"'" "''" "'"' "''" ..,»> '"" "''"' ,..,., '"'" "'" '"'" MUM "''" "''" 

non~~.'!~!!~!!.,,.,.,, .................. !.:~OHM ,.o~ '"'"' """ '"'" umo '"'" OMUO "'" ""'" 0000., ''"" UUOOO uoooo '""' '"''" hOnO '"'" '""' '""' """ "''" ""' 

Hunched posture 
MOT Ataxia 1·3 

::::!!~~~?.~!~1~9.~::::: ::~~I:~::::: :=~:: =:::. :::::: :~:: :::::: .:::~: :::::: :~::: ::=:. ::::~ :::::: :::.:: ·:~:: :::::: ~=:~ :::: :::::: ::.:: ::::: ::::: :::: :::::~ 
Prostration 1 

BEH ..... t!>!P.~~::';9J.i.':'.!lJ. .................... ~ .• :~..... . ......................................... ~ ...... ....... ...... ...... ....... ...... ...... ...... ...... ...... ....... ...... . ................ .. 
Somnolence 1-3 

Res ..... l.?.Y..~ef.!~.~--......................... } .............. : ............. ; .............................. N ........................................................ , .... .;. ............... . 

..... I~£~>:'P..!~.~!! ....... - ............... ~....... ...... ...... ..... ...... ...... ...... ...... ..... ...... ...... ...... ...... ...... ...... ....... ...... .. .... r-·- ...... ...... . ......... .. 
Bradypnea 1 

Treatment 

PARAMETER SCORE 22 23 24 2S 26 X1 28 

APP ... :.~~LC?.~!.~~!~.~ ..................... J.:~..... .. ....................................... . 
..... ~~~!.!~~~~.':! ... ~ ..................... ~.:~--- fo..... ..... ...... ...... ...... ...... .. .. .. 

Hunched posture 1 

BEH .... ~/.'P!J!~i,Ylo/. .... ___ ,., ..... !.:~ .... _... ...... ..... ...... ...... """ ...... 
Somnolence 1-3 

RES .... .QY..~.P..Q~.~ ...................... ~ ...... 1...... ...... .. ................ -~· ........... . 
,,..,I.~~Y.P .. ~~~"'"'"""""' """"1"""' '""' ,,._ """ """ """ oomo '*'"' 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P =Pretest examination (during acclimatization) 

-~~~~--=------ ---

("""] = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

dec sruov NUMBE~~1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 3 (MID DOSE), MALES ANIMAL No. 161 

Study day I treatment 
PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP .... !:~~'?~!.~~~~~-----······· ,_.!.:~ ................................................................ ·-- ................................................................. .. 
Salivation 1-3 ............................................. ._............. ...... . ............. _ ...... ...... ...... ·-- ............. ~ ........... ·-·- ............. r .. ··• ................................... .. 
Hunched posture 1 

MOT Ataxia 1-3 

:::::f~~:?.!fi~~!~~::::: ::::II: :::::: ::::. ::~::: :::: :~~:: ~:: ::: :::: .:::: ::::: :::::: .::::· ::: :::::: :::::: :::::: ~:::: ::::: :::: ::: ::::: :::: 
Prostration 1 

BEH ..... ~Y.P.~!~~!!~~~).' .................... !:~.... ...... ...... ...... ...... ...... ...... ...... .. ......................... _ ...... ...... ....... ...... .. ................................. .. 
Somnolence 1-3 

RES .... P.Y..~P.,ry,~ .............................. ~....... ...... ...... ..... ..... . .................. · .............................................................. 1-···· ...... • .............. .. 
..... '!..~~kti.'P.!?! .. ~ ......................... 1....... ...... ...... ..... ...... ...... ....... ...... ...... ....... ...... ...... ...... ...... ...... . .............. _. r-..... --................... . 

Bradypnea 1 

Treatment 
PAR.AMETER SCORE 22 23 24 25 26 27 28 

APP .... .':~~-~~~~~~ ..................... !.::~..... ...... ...... ...... .. .... r"··· ...... . .... . 
---~~!~~-~~~.':!.................... . ..... ~::~ .... -··- -·-· ---· ....................... . 

Hunched posture 1 

BEH ..... t!~P.~~!!,~~jY.~ .................... ~.::~ ............................................. . 
Somnolence 1·3 

RES Dyspnea 1 . 

~:::r.~~Y.~~~~~~::::::~:::::: :::)=:~ ::~::: ::::: :::::: :::: ::::: :::· :::::: 
Bradypnea 1 

Abbreviations: 

"APP = Appearance 
MOT= Motor 
BEH =Behavioral 
RES : Respiration 
MIS = Miscellaneous 
P =Pretest examination (during acclimatization) 

[] = No abnormal findings noted 

n = Severity of findings 
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--1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 3 (MID DOSE}, MALES ANIMAL No. 171 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1-3 

~:::§~1)Y.~!fi.~::::::::::::::::::: :~I~::::: :::: ::::: :::::: ::: ::::: :::::: :::: :::::: ::::: :::~: ::::: :::::· ::::: :::: :.::: ::::: :~::· .:::::: :::::. :::::: ::::. ::::::: 
Hunched posture 

MOT Ataxia 1-3 .... -............ -········-··-············· ..................... -- ...... ...... ...... .. .............. ··-·· ...... ....... ...... ····•· ··-··· ............ -···· ·--· ...... ........ ....... .. ................ . 
.... !.~~~~~!~!.12!:1.~ ...... ...... ~:~..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... ....... ...... ...... ...... ...... .. ........ ~ ..... . 

Prostration 1 

BEH ..... t!Y.P.~.~~?.!!~!!Y. .................... !::~-- ...... ...... ...... .. ....................... ,.. ............................... """ ...... ..... ...... ...... ....... ...... .. .... -·-· ..... . 
Somnolence 1-3 

RES 

Treatment 
PARAMETER SCORE 22 23 24 25 26 27 28 

APP 

MOT Ataxia 1-3 

BEH 

RES 

....................... -................... ................. .. .... 1--·-· ...... ...... ...... ...... • .... . 

.... .Ir~.?.r!.~~~~!~~L ......... ~.:~ .. '" ...... __ ...... ·-·~ ...... ...... .. .. . 
Prostration 1 
Hyperactivity 1-3 ..... s-;;;n;;-~;n~e .................... 1:3·-· -·-· ....... ..... ...... ...... ..... .. ... . 

____ Q)I_~!:!~~ ...................... _ .... .1....... ..... . ........ ~.. ...... .. .............. .. 
..... I.~.~Y.P.!:!~~ ......................... ~....... ..... ...... ...... ...... ...... ...... .. .. .. 

Bradypnea 1 

Abbrevratrons: 

APP = Appearance 
MOT:: Motor 
BEH =Behavioral 
RES= Respiration 
MIS :;;; Miscellaneous 
P =Pretest examination (during acclimatization) 

[] = No abnormal findings noted 

n = Severity of findings 
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DAilY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 3 (MID DOSE)J MALES ANIMAL No. 18j 

APP 

MOT 

SEH 

RES 

APP 

MOT 

BEH 

RES 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 1 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

Piloerection 1-3 
_,;. .............. _ ........................................ """'"''"" ............ '""·1-·-·· ............................................................................... -··~ ......... .. 

Salivation 1-3 ................................................... -....................................................................................................................... """ ........ _. 
Hunched posture 1 

..... ~!~.~!~_ ............................ 1:~.... ...... .. .......................................................................................................... -·-· ........... . 

.... !.~!:.!:'!!?.~~~~~-~!!:'.~ ............ !::~ ..... _, ................................. -··- ...... _, ................................................................................ . 
Prostration 1 

..... t!Y.P.~.~~-~:-:i!Y.. ............. ...... ~:.~.... ...... ...... ...... ...... ...... ...... ...... . ................. ~ ...... ...... ...... ...... ..... ··-·· ...... ...... ...... ...... .. ......... . 
Somnolence 1·3 

Dyspnea • 1 ...................................... ....... ................. ...... ..... ...... ...... ....... ...... ...... ...... ...... ...... . ............... ~. ...... ...... ...... ...... ..... -- ...... .. .... -~ .. 
Tachypnea 1 .... s;d':Yp~ea .......................... 1'...... ...... ..... ...... ...... ...... ....... ...... ...... ...... ...... ...... ....... ...... ...... ..... ..... .. ............................... .. 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

Piloerection 1·3 ............................................. ................. ....... .. .......... i<·-- ...... ...... . ... .. 
.... ~~~!'!.~!~.'.:' ........................... ~:~.- ......................................... . 

Hunched posture 
Ataxia 1-3 

:~:r~i!l~r~~~~ln9~:::: ·=I~I:~ ·::::: .::::= :::: ::::: ::::: ::::: :::::: 
Prostration 1 

..... t!Y.P!:~~.?.~~!!Y. .................... !.:~.... ...... ...... ...... ...... ...... ..... .. ... . 
Somnolence 1-3 

.... !?.r.~e!!~.~ ...................... ........ 1....... ...... ...... ...... . .. ~.. .. ................ . 

..... T.~9~.Y.J?.!!~~ ......................... ~....... ...... ....... ...... ...... ...... ...... .. ... . 
Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P = Pretest examination {during acclimatization) 

I...J = No abnormal findings noted 

n = Severity of findings 
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DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 3 (MID DOSE), MALES ANIMAL No. 191 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

MOT Ataxia 1·3 

:~~t!~~~~~~£t2!~:~~=~: .::~~f:I::: :::::: :::::: :::::: ::~~: :::: :::: :::::: ::::: ::::: :::::: :~:: :::=:. ::::: :::: ·:::::: ::::: :::. :::::. :::::· :::::: :::::. :::::. 
Prostration 1 

BEH ..... t!Y.~.~!:~~}Y,~~l' ....... ~ ..... --~::~ .. -~ ..................................... ~ .................................................. '"'" .................................. .. 
Somnolence 1·3 

RES ..... 9.>:':?.1?..':!.~~ ............................. :!....... ...-....... -...... ...... ...... ....... ...... ...... ...... ...... ...... ....... ...... ...... .. ............................................. .. 
Tachypnea 1 --s·ia<iY'iliiea .................. ---1....... ...... . ....................... ·--· ...... . ........................ -···- ...... ...... ...... ...... ...... ...... ...... ...... . ......... .. 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

APP ..... E~~~f.~J!~~ ....................... '!.:~..... ..... . .................................. .. 
.... .§.~~!Y-~!~.1} .......................... ~ .. :~.-- f-·-.. ...... ...... ...... ...... ...... .. .. .. 

Hunched posture 1 
MOT Ataxia 1-3 

:::~f.~~.P.~0.~~~E!~~::: ~::::E~~~: :::: -~:::: ::::: :::::: ·::~~ ::::: ::::: 
Prostration 1 

BEH '"'.tJJ.P2.P.:?.!!:!!!Y. ........ "'"' ... _l:;t ... , '""" ...... ...... ...... ...... ...... .. ... . 
Somnolence 1-3 

REs ..... ex:.>.e!:!~.~---···· ..................... !....... ...... ...... ...... ..... ..~ .............. . 
..... !~~!'l!?.r..~~ ...... - ................ ! ... _. ...... --· ·-··· ..... ..... ...... ~ ... .. 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT=Motor 
BEH = Behavioral 
RES:::: Respiration 
MIS = Miscellaneous 
P;:: Pretest examination (during acclimatization) 

["''"] = No abnormal findings noted 

n = Severity of findings 



Sanitized Version 

~1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 3 (MID DOSE), MALES ANIMAL No. 20 I 
Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 16 16 17 18 19 20 21 

APP ----~-~~~~~~!?.!!~-~---············· ...... !.~~ .... ...... '-····· .................. --~ ...... ...... ..... ...... ...... ..... . ....................... ····- ................... -~-- ..... . 
Salivation 1·3 .......... ·---·-··--·······--·········· ............................. ··-·~ ...... ····- ··-·· ............ ----· .............................. ·-··· .................. ····- ................. . 
Hunched posture 1 

MOT Ataxia 1·3 

::I~~~:~F.~~!~~!~~::::: .:::::E~:~:: :~~: ~:: :::: ::~ =~~- :::: ::~: ::: ::::~ ::: :::::: ::::: ::~:: ::::: ::::: ::::: ·::: ::::: :::: :::: r-~::: :::::: 
Prostration 1 

BEH ..... t!Y.£~-~~.91!.Y.!!X ................... }:~ ....................... ; ...... ...... ...... ..... ---- ..... ...... ...... ....... ...... ...... ....... ...... ...... ....... ...... ...... . ........... . 
Somnolence 1-3 

RES :~i~~Ei;.[~~~:::::::::::::: :::3::::: ::: :::: :::: ::::~ ~::::: ::::· ::~:: ~::::: ::: ::: ::::: :::: :::: :::: .:::::: ·::: ::: ::~~: ::::: ::::: :::::: :::::: 
Bradypnea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

APP ..... E!~~!~~~!!£~................ . ..... ~::.~-- ---- ...... ...... ...... . ............... . 
----~!~~~~ ...... - ................ t!?. ............................................ . 

Hunched posture 1 

BEH ... }::!Y.P.~.~~-I?~~Y.~ ................. .!:9. ...................... --· ................. . 
Somnolence 1-3 

RES .. _9J.~P.!.!~.~ .............................. !....... ...... ...... ...... ...... .. ..... ~... . .... . 
..... !!!!?~Y.PE.~~ ................. ..... -1 ....... ·-··· ..................................... . 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P = Pretest examination (during acclimatization) 

(""") = No abnormal findings noted 

n = Severity of findings 
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~277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE)s MALES ANIMAL No. 211 

Study day I treatment 
PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1 ~3 ................................ ,-···-··········· ................. ...... -··· ...... _ ....... ...... ......... ······ ···-· ···-· ....... ....... ....... ....... ......... ···- ······ ...... -·"· ··-- --·· ...... .,. ....... . 
Salivation 1 ~3 

.................................................. - ............ ! ..................... ··-- ••••• ····- •••••• • ...................................................... ···-· ...... • ...... ··-·· ....... --·· ........... . 

Hunched posture 1 
MOT Ataxia 1·3 

:::I~~£!L~f~~~!~~~=:~: ::::::E[~:: ::::· :~:: ::::~ ::::: ::::: :::::: :.::: ::::: =::: =~~: :~:: :::::. ::::· :::: ·:::~:: :::: ::::: ::::: :::: ::: ::~ ~~:~ 
Prostration 1 

BEH .~ .. t!Y.J?.~~~~!.i~~Y.:............. . .... ~.::~ ............................ ~--· ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ..... . .......... .. 
Somnolence 1-3 _ 

RES ..... eY.~e!:!~.~ .............................. !....... ...... ...... ...... ...... ..... ....... ...... ..... ...... ...... ...... ..... ...... """ ...... ....... ...... ...... ...... ...... .. ......... . 
r-·-I~!:!Y.P.~!~-...................... 1....... .. .... ·-·- ·-- ...... ...... ...... ...... .. ....................... --·· ............................... ~"-..... ...... ...... -·-· ...... . 

Bradypnea 1 

Treatment 
PARAMETER SCORE 22 23 24 25 26 27 28 

MOT .. -~~~~!:'-..................... _, ...... ~ .. ~~-- ...... ...... ...... ...... ...... ...... . .... . 
..... I!~.!!'.?.!~~~~r:!~L. ......... !.:~-- --- ro""" ...... ...... .. .... ·-- ..... . 

Prostration 1 

BEH ..... t!Y.J?.~.~~?.~~!~Y. ... _........ _,!~~ .... """ ...... ..... ...... ...... ...... . .... . 
Somnolence 1-3 

RES ••• -f?.Y.!P.~~~ ...................... _ .... :!...... ...... ...... ...... ...... __ .......... .. 
..... I~~.':!Y.P.!:l~.!': ......................... !....... ...... ...... ...... ...... ...... ...... . .... . 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS= Miscellaneous 
P = Pretest examination (during acclimatization) 

1"""1 = No abnormal findings noted 

n = Severity of findings 
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~CC STUDY NUMBE~277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE), MALES ANIMAL No. 221 

APP 

MOT 

BEH 

RES 

APP 

MOT 

BEH 

RES 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

Piloerection 1·3 
-···saiivati~·r;··-·····-········· ...... ,.=3..... ...... ...... ...... ...... ··-·· ...... ...... ...... .... ...... -··- ······ ...... ...... ...... ...... ...... . ............................ .. 
............................................. ................. ...... ...... ...... ...... ...... ..... ...... ...... ...... ...... ...... . ..................... _ ...... ...... .. .. ~ ...... ...... .. ........ .. 

Hunched posture 1 · 

.... !,{J.P.~.~::?.!J~~Y. .................... !.:~ ............................................... r-··-· ............................ _ ........................... ~ ...................... .. 
Somnolence 1 *3 · . 

·::¥~~~f.~~~=:::::::::: ::::::3::::::: :::::: :::· ~::::: :::::: ·:::::: :::::: :::::: ~::: :::: ::::~ :::::: ::::::: ::: ::::: .::::~ ::::· ::::: ::: ::: :::::. :::: ::::· 
Bradypnea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

Piloerection 1·3 r-··s-aiiv;UO"n""''_ ........... ""''1:3'"~ ...... ...... ...... ...... .. .... '"'" ..... . 
............................................. ........ ~ .............. -- ...... . ...................... .. 

Hunched posture 1 
Ataxia 1-3 ............... - .................................................................. r-..... ..... .. ... . 

..... 'I!.!~.~r!.!~~~<?.~!!:IJL ......... !:~--- .... - --- ..... ...... ...... ..... .. .... 
Prostration 1 

..... !:!Y.P.~!!IE!i~~¥-.................. ~.:~..... ~-.. ...... ..... ...... ....... ...... . .... . 
Somnolence 1-3 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS ;;; Miscellaneous 
P = Pretest examination (during acclimatization) 

I"'"'] = No abnormal findings noted 

n = Severity of findings 
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~77 

DAILY CAGE ... SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE), MALES ANIMAL No. 23j 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 2<l 21 

APP ··-·~·~!~!::r.~~!~.~-·-·""--""" ,,_,.!.::~..... ..... .. ... -.- --- -··- ...... ······ ...... ....... ...... ...... .... --·· ...... ...... ...... ...... ...... ..... ·-- .......... . 
..... §.~~Y.~!i..'?.z:! .......................... ~::!._ ................................................ "'"' -~·~ ............. ''''" ................................ ······ ............ : .... . 

Hunched posture 1 
MOT Ataxia 1·3 

~:::tf.~~:~!~;~!~E[~~:::: :::::I~::: .:: ·:::· ::~~ ::~~ :::::: ::~: :::::: ~::: ·:~: :::~: ::: ::::: :::: ::::: ~::::: :~:: ::::: .:::: ::::: :::: ::::. :::· 
Pro.stration 1 

BEH ..... ~¥.P~~!'.~!~~!!Y. .............. ..... 1.:.~ ..... . -. .... _ ........................................................................................................................... .. 
Somnolence 1·3 

RES ..... ~!P..':!!.~ .. - ......................... ~....... -·-· ...... ·-- ...... ...... ...... ...... .. ....................... ~.. . ........... f-..... ...... .. ................. -·- !-·-" ..... . 

.... I~~¥.E!).~~ ........................ J....... ...... ....... ...... ...... ....... ...... . ............................ ·-- ~.u. ............................... ·-·- ........ _M ..... . 
Bradypnea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

BEH __ tJJ.P .. ~~~~!i.Y.!!Y. .. - .............. !:~ ............................. r-..... ...... .. ... . 
Somnolence 1-3 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES :: Respiration 
MIS = Miscellaneous 
P =Pretest examination (during acclimatization} 

[=] = No abnormal findings noted 

n ;:: Severity of findings 
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DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE), MALES ANIMAL No. 241 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1-3 

=:~~!!.Y.~~~i~=:::::::=:=~~ ::::1?.~:=: :::: =:~~ :~:: ::::: .:::~ .::::: ::::: :::::: ·::::: ::::: ::::: :::::: :::::: :::::: :::: :::: ::::: ::::: ::: ::::: ~:::: ::::: 
Hunched l!_osture 1 · 

MOT Ataxia 1-3 

::=f.f.~~~i.!~[!~EfF-2::::· ::::::E~~:: ~~~ ·:: ::::~ ::::: ::::: :::::: :::: :::::: ::::: ::: :::::: :::· ::::: ~~:~: ·:::::. :::::: ::::: :::::: ::::: :::::: :::::: ::: 
Prostration 1 

BEH ..... ~¥1?.!:.~~-~!.:-!.!!Y. .. - ............... !:~ .................... ; .................................................... 1-.............................................................. .. 

Somnolence 1 ~3 

RES .... !?.Y.~P.~~C: .............................. :!....... ..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... .. ........ .. 
.... I~.9.'2Y.P.~~ ........ -·-··- ........ ~ ............. r-····· ...... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... ...... ...... ....... ...... ...... ...... ...... .. ........ .. 

Bradypnea 1 . 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

APP Piloerection 1-3 ..... s;ii~atio~ ........................ ~'1.:3"" r""" ...... ...... .. ..................... .. 

•-•--••••••••••••••H•H'••••••·-·--- ••••••-e_ .... ••-•• ·--• •-••• •••••• ••••••• •••••• ••-•• 

Hunched posture 1 

MOT Ataxia 1-3 

.::Ji.~~9.!E~~~~~:::: :~E[: ~:: :::::: ::: :::: :::~~ -::: ::: 
Prostration 1 

BEH ..... !:!Y.J?.!':!!;l.~~i~~!Y............... .._,1:~.... ...... ...... ..... .. ...................... . 
Somnolence 1-3 

RES .... £~Y..~P.!.!~.~ ............................. :!. .................................. ~. ...... . ... .. 
..... !i!~~Y.PE.~-~ ................. ~ ...... !....... ..... ...... ..... .. ..................... . 

Bradypnea 1 

Abbreviations: 

APP;; Appearance 
MOT= Motor 
BEH = Behavioral 
RES == Respiration 
MIS = Miscellaneous 
P = Pretest examination (during acclimatization) 

f.. .. ..J = No abnormal findings noted 

n = Severity of findings 
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lJfCC STUDY NUMBE,1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL OAT A 

GROUP. 4 (HIGH DOSE), MALES ANIMAL No. 251 

Study day J treatment 
PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1-3 ·····sai·i:;aiion ......... -............... 1:3.... ·--· ...... --- ...... ...... ...... ...... ...... ...... ...... . ........................ ······· ·~·.. ...... ...... ...... ...... ····· ..... . 
....................... -··-·-··--··· -·····-···· .. ·--· ···-· ...... ...... ...... ...... ...... ...... ...... ...... . ..... r--... ...... ...... ...... ...... ...... ....... ...... ...... .. ......... . 

Hunched posture 1 
MOT Ataxia 1-3 

::::I.!.~?.~2~~i~b!~~::::· :::E~:::: :::::. :::::~ ~:::: :::::: :::: ::::· :::::: :::::: ::::::. ::~: ::=:: ::: .:::· :::::: :::::: :::::: :::::: ~::::: ::::: ~~=: ·:::::: :::~ 
Prostration 1 

BEH ..... t!Y.P.!::r:~C:~!:f.~!Y. ........... _ ....... ~ .. ~~ ............................................................................. --· ·-· ................................................... . 
Somnolence 1-3 

RES ..... ~Y.~.P.~~-~ ............................. ! ................................................................................................. '""' ............................... ~ ... .. 
..... !.~9.':!Y.J?.!:I.~~ ......................... ! ................... -.... ...... ...... ...... ...... . ..... _.. ...... ...... ...... ...... ...... ..... ...... ...... ...... ...... . ..... '"'" """ 

Bradypnea 1 

Treatment 
PARAMETER SCORE 22 23 24 25 26 27 28 

APP Piloerection 1-3 

~:::~~i!Y.~~1~~~::=~:::=~::. :~~I:~:~~ ::~~ .::::: :::::~ :::::: ~::::: :::::: :~~: 
Hunched posture 1 

MOT Ataxia 1-3 

::::!~T.:?.r2~~lf.~~~9=:: ~:II::: ::::: ::~:: ::= :::: ::::: ::::: :::::: 
Prostration 1 

BEH ..... t!¥.P..!~X!!?.!!Y.!!~ ................... !:~ ... - ............ '""' ...... . ............... .. 
Somnolence 1·3 

RES ..... 9-Y..~~~~ .............................. !...... ...... ...... ...... ...... .. .............. .. 
..... !.~~-~Y.P.!!.~~-----· .......... ........ ~....... ...... ...... ...... . ..................... .. 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS= Miscellaneous 
P = Pretest examination (during acclimatization) 

[._..) == No abnormal findings noted 

n == Severity of findings 
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~277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE), MALES ANIMAL No. 261 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP •..• f.~!~~!!:~!!~~-~~·--···- ...... ~.::!.... .. .... !-···.. ...... ••.•.• ...... ..... "'"' ...... ....... ...... ...... ..,... ...... ...... ....... ...... .. .................................. . 
..... ~liY~~~~.r:!.................... . .... !:~·-· .~ .............. ~ ................ - -- ....... ..... ...... ...... ..... ...... ...... ....... ...... ...... ....... ...... . ................ . 

Hunched posture 1 · 

BEH ..... J::!l£~-~~~~Y.!!Y.. .................. } . .::~..... ...... ...... ...... ...... ;..... ...... ..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... .. .......... . 
Somnolence 1 ~3 

R'ES ..... QY..~P.f.!~.~ ............................. !....... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... ...... ....... ...... ..... ...;.... ...... ...... ...... ...... ...... . .......... . 
.. _!<;~.~Y.P.~.~~ ........................ J....... ...... ....... ...... ...... ·-- ...... . ........... "'"' ....... ...... ....... ...... ...... ....... ...... ...... ...... ...... .. ............... .. 

Bradypnea 1 

Treatment Stud_y day I recovery 

PARAMETER - SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 

APP Piloerection 1-3 --sai'i;a!io·.; ..... '" .................. 1:~r·~ ........................... _ ...... ·-·- ...... .. ........................................ r ................................. .. 
............................................. ................. ...... ...... ....... ...... ...... ...... ,._, ...... ....... ...... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... .. ... . 

Hunched posture 1 
MOT Ataxia 1-3 

::r.~~~£!Y.!~!?Ef.~ii::: ::J:.~::~ :::~ ::~: :::::: ::::: ::::: ~~::: ~::~ :~~: .::::: :::: :::: ~::::: ~:::: :::::: ::::::: :::::: :::::: :::::: :::::: ::::~ ::=:: 
Prostration 1 

BEH ... -~~!~~~'f.~!X. ............. ·---~---~-- ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... ...... ...... ...... ...... .. .. .. 
Somnolence 1-3 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH ;:: Behavioral 
RES= Respiration 
MIS= Miscellaneous 

('""') = No abnormal findings noted 

n ::; Severity of findings 

P = Pretest examination (during acclimatization) 
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Sanitized Version 

~277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE), MALES ANIMAL No. 271 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 ZO 21 

APP ..... !~.i!~.~~~9.!!?.~·--··········- ...... !:~ ..... """ ...... ,_.. ...... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ....... ...... ...... ....... ..... .. ............. ... 
..... ~~.'!~~!!~~ .......................... ~.:~.... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ...... ..... .. ................................. . 

Hunched posture 1 
MOT Ataxia 1-3 

::::t!~~iii.~~~~~~~~:~= :=:::!~~:=~ ::::~: ·:::::: ~:::: :::::: ::::: ::::: ::::: ::::: :::~. :::::: :::::~ :::::: ::::: ::::: :::~ ::::: :::::: ·::: :::::: ::~: ::::.::::: 
Prostration 1 

BEH ..... t!t.P.7..~~-~!!!' .. itJ. ................... .!:~ ............................. ~'-"' ....... ...... .. .... """ ...... ...... ....... ...... ...... ...... ...... .. ... ~ .......... _ .................. . 
Somnolence 1-3 

RES ..... ~:'P.r.!~!'! .............................. !....... '""' :..... ...... ...... ...... ....... ..... ...... ...... ··-· ...... .. ............ ._. ..... ...... ...... . .......................... . 
.... I:~~.~Y.P-~~~ ................. ........ ! ............................... --.. ...... ...... ....... ...... ...... ...... ...... . .......... ~ .......... _ --·· ...... ·-- ...... -··· ... .. 

Bradypnea 1 

Treatment Study day I recovery 

PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 

APP ..... ~!!~~~~.c:.!J£!:1 ...................... !.~ .. '" ........................................................... ~ ................................................................ , . 
..... ~.~!~~~·.!~':! .......................... !.~.:!.... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... ....... ..... ...... ...... ..... ...... ...... .. ... . 

Hunched posture 1 
MOT Ataxia 1-3 

·····--~·············-·········-····-···· -·········-·-· ....... . ....... ··-- ...... ···-·· ...... ···- ....... -··· ...... -···· ·--·· -·-·· ···-· ....... ..•... ...... .. .......... --·· ···-· 
.... !!.~.~?.!.{!.~~~~J!.l.9 ............ ~ . .::~..... .. .... ·-·- ............ r-..... ...... ...... ...... ....... ...... ...... ....... ...... ...... ...... ...... ...... .. .................... .. 

Prostration 1 

BEH ..... t!>!J?.~.~~~!).Y,~ .................... t~~-... ...... ...... ...... ...... ...... ...... .._. ...... ...... ...... ...... .. .............................. ~... ...... ...... ...... .. .. .. 
Somnolence 1-3 

RES ~ .... QY.:!P.f.!!=!.~ .............................. 1_..... ...... ...... ...... ...... ...... ...... ...... ..... ...... ...... ...... ...... ..~... ...... ...... ...... ...... ...... ...... ...... . .... . 

..... !.~~P .. '!~!:' ........................... ~ .... -~ --·· ......... _ ·-- ...... ~-...... h ............................................................................... .. 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES= Respiration 
MIS == Miscellaneous 
P =Pretest examination (during acclimatization) 

I...J ;;; No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

~1277 

DAlLY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE), MALES ANIMAL No. 281 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP ----~~~~~~~9.~~-~ ...................... 2~~--·· ...... ...... ...... ...... ...... -· ·-·· ...... ...... ...... ...... ....... ...... ...... ...... ...... .. ................................ .. 
..... ~~!!.':~~~.':'! ......................... ~.:~..... ...... . ...................... ·-- ...... ...... ...... ...... ...... ···-· ...... -··- ...... ...... ...... ...... ...... ...... .. ......... . 

Hunched posture 1 

MOT ·--~~!:i~t~ ................................. t~?. .............. _ ...... ...... ...... ..... ...... .. .............................. --- ...... ...... ...... ...... ....... ..... ...... .. ......... ~ 
..... !r..~~-~r!.~~!~?..~!!:'JL ......... !:~ .. - ...... ....... ...... .._. ··- ...... ...... ...... ...... ...... ...... ....... ...... ...... ... ............................................. . 

Prostration 1 

BEH ..... t!Y.J? .. ~!~~!~¥.............. ---~~ .................................. ·-- ...... ...... ....... ...... ..... ...... ...... ...... ...... ...... ...... ...... ...... ...... . ........ .. 
Somnolence 1-3 

RES ..... ~~:'.P.!!.e.!i ............................. _'!....... ...... ...... ...... ...... ...... ...... ...... .. ........... j...... ·-··· ....... ····- .......... ""'" ..... """ ...................... .. 

..... !~?..~Y.P!l.~~ ......... -............... '!....... ...... ....... ...... ...... ...... ...... ...... ...... ..... ..... ...... ..,... ...... ...... ....... ...... .. .... ·-··· .................. '"'" 
Bradypnea 1 

Treatment Study day I reeovery 

PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 . 35 36 37 38 39 40 41 42 

APP ..... ~!!?.~!'::~!!!?.~ ......... - .... ___ '!_:~ ................................................................. ~ ................................................................. .. 
Salivation 1·3 ............................................. ................ .. .... !---" ...... ...... ...... ....... ...... ..;... ....... ..... ...... ....... ...... ...... .. .......... ~..... ...... ..... _,., .... .. 

Hunched posture 1 

MOT ..... ~~-~~ ........ ~ ....................... ~.:~..... ...... ..... ...... -~· ...... ...... ...... _... ....... ...... ..... ...... ..... ...... ...... ...... ...... ...... ...... ...... .. .. .. 

..... !~!:!!1..2.!'!.~!!!?.~!!'!9...... . ..... ~:;!._. ...... ...... ..... ...... ..... ....... ...... ...... ...... ...... .. ... 1-.. -· ...... ...... ..-. ...... ...... ...... ...... ...... .. ... 

Prostration 1 

BEH ..... t!Y.P.~E~.?,~}Y.!!Y.. .................. !:?.. .............. ~ ..... ...... . ............... _ ...... ....... ...... . ..... 1-.... ...... ...... ...... ...... ...... ....... ...... .... • ... .. 

Somnolence 1-3 

RES ... J?.Y.:!e.':!!i:.~...................... . ...... ! .......................... · ............. -.. ...... ...... ..... ...... ..... . ........... ~..... ...... ...... ...... ..... ..... . .......... .. 
..... I~~¥1?.!!~~ ................. ~ ...... 1. ....................................................................... "'"' ...... ...... ...... ...... ...... ...... ..... . ......... .. 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT=Motor 
BEH = Behavioral 
RES = Respiration 
MIS= Miscellaneous 

I.....J = No abnormal findings noted 

n ~ Severity of findings 

P = Pretest examination (during acclimatization) 
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Sanitized Version 

1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE), MALES ANIMAL No. 29j 

APP 

MOT 

BEH 

RES 

APP 

MOT 

BEH 

RES 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 
Piloerection 1·3 

····saiivatio'ii''·--···-~---··· ...... 1:3"'" ...... ...... ...... ·--· ...... ··-- ...... .. ................ r""' ...... ...... ...... ...... ...... ...... ...... ...... ...... .. ......... .. 
............................ _............... ................. ..... ....... ...... ...... .. ...... ~.. ...... ...... ...... ...... ...... ,._ ...... ...... . .......... ~ ...... ...... ...... ...... .. ......... .. 

Hunched posture 1 
Ataxia 1·3 

:::!!~~i.i1Y!~~E!!i:::: :::I:I:: :::::: ·:::: :::::: ::::· =::: ::::: ::::: :::: ::: =::: :::::: :::::: :::::: :::::: .:::::: :=:: ::: ::=: :::::: :::::: :::::: :::::: 
Prostration 1 
Hyperactivity 1·3 

·····so~;;~·i~;;~; ................... 1:3..... ...... ·-·· ...... ...... ...... ...... ...... ...... ...... ...... .. ........... _.... ...... ...... ~··- ...... ...... ....... ...... . ......... .. 

:::~~~~:.;~~:::::::::::::: ::::::::1=::: :::~:: ::~ =~: :::::: ~:::~ :~:::. :::::: :::::: ==: :::::: ::::: ::::: ::::: :::: :::. ::::: ::::: :::: :::::: :::: :::::: .::: 
BradyJ::mea 1 

Treatment Study day I recovery 

PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 
Piloerection 1·3 ···-.saiivaiion······ .. ····-··-- -··1::;-·- ...... ·---·· ...... ...... ...... ..... ...... . ........... --·· ·-··· ...... ...... ...... ....... ...... ...... .. ........ - .......... . 

............................................. ................ ...... ....... ...... ...... ...... ..... ...... . .... ~ ............................................................................ .. 
Hunched posture 1 
Ataxia 1-3 ......... -···--~-····--·-·· ................... ._ ............ "'"" .................................................................................................................. . 
Tremor/twitching 1·'3 ..... ?r.;;s!r;;tiO'n--....................... 1....... ...... ...... ...... ...... ...... ...... · ..... ...... ..... ...... ...... ..... ...... ...... .... ...... ...... ...... ...... ...... . .... . 

..... t'.Y.P2.~~?.~~y~~Y. .................... !::~..... ...... ..... ...... .. ................ r"'" '"'" ....... ...... ...... ...... ...... ...... .. .... ··-· ...... ..... ...... .. ........ .. 
Somnolence 1-3 

::=1~~;~;~~!:::::~:::::::: ::::::::L::: :::: :::: =::: :::::: ::::: :::::: :=: :::::: :::::~ ::::: :::::: ::::~ ::::: ·:::: :::: ::=: ::::: ~:::. :::: :::: :~::: 
Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 

f""") = No abnormal findings noted 

n ;::; Severity of findings 

P =Pretest examination {during acclimatization) 
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Sanitized Version 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE), MALES ANIMAL No. 30 I 

APP 

MOT 

BEH 

RES 

APP 

MOT 

BEH 

RES 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

Piloerection 1-3 ................................................ _. ................. ·-·-· ............................... --·· ....... ···-· ·~-· ................................................................... .. 
SaliVation 1·3 ..................................... _ ................................................................ ··-·· .......... _, ·--· ................. --- ...... ~ ..... "'"" ....................... . 
Hunched posture 1 · 
Ataxia 1·3 

····;::~;;n;~;ii;ii~i~9"'"' '""1=3"'' ...... --- ....... ...... ...... ...... ·-·- ...... ...... ...... ..... ..... ...... ...... ....... ...... ...... ...... ....... ...... .. ........ .. 
..... p~~;ir~ii;~· ......................... , ................... ·-- ·-··· r""' ...... ...... ...... ..... ·--· ..... ....... ...... ...... .. ............................ ····- .......... .. 

..... ~.Y.P.:E~~~~!!Y. .................. }.::~ .. - .. -. ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ....... ...... ...... ...... ...... ...... ....... ...... ...... .. ........ .. 
Somnolence 1-3 

..... !?.Y..!e!1~.?. .... H ........................ !....... ...... ...... ...... ..... ..... ...... ...... ...... .. ......................... ~ ............................... ___ ...... .. ......... . 

.... I~~~Y.P.!!~~ .................. ....... J....... ...... ...... ...... ...... ..... ...... ..-.. .. ............................. . w... ...... ...... ...... ...... ...... ....... ...... .. ......... .. 
Bradypnea 1 

Treatment Study day 1 recovery 

PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 

Piloerection 1-3 

:~:~~!:~~~~~:~::::::~::::::· :=:t.~:::: ::: .~::~ ::::. :~:: :=:: ::~:. ~~:: :~::· ·::::. :~:: ::::: :::::: :::::: ~:~: .::::~ :~::: ::::: .::: ==~ :::: ::::: 
Hunched posture 1 
Ataxia 1-3 ............................................ ................. ...... ...... ...... .. ............. _ ...... ...... ...... ...... ...... ..... ...... ...... . .......... ······ ...... ...... ...... . .... . 

.... I.~I!l.?..r!.~~!si:!!!:!P. ............. ~::~..... ...... ..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... .. ........................... .. 
Prostration 1 

..... t!Y.P.~.~~~~J.Y.!!Y. .................... ~.::~ ...... -·-· ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ....... ...... ...... ...... ...... ...... . ..................... .. 
Somnolence 1-3 

...... l?.Y.~~=.~ ... -.......................... 1....... ...... ....... ...... ...... ...... ...... ...... ...... ....... ...... .. ................. ···-· ...... --· ...... ...... ...... ...... .. ... . 

..... !..~!?!!~!:'.~~................. .. ...... ! .......... -. ...... ·-.. ...... ...... ...... ..-~ .................. -- ............ ·--· ....... ...... ,.,_, .......... .. 
Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 

L...J = No abnormal findings noted 

n = Severity of findings 

P =Pretest examination (during acclimatization) 
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Sanitized Version 

iCC STUDY NUMBE-277 

DAILY CAGE·SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), FEMALES ANIMAL No. 311 

study day I treatment 
PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1-3 

::~:~~~1~~~~~~:~:::::~:::::~:: :::~:Ef::: :::~: :::~: ::~~- ~:~. :::::: :::::: :::::: :::::: ~:::: ::::: :::: ·:::· :::~ :::::: ·:::::: ~::: :::::: =:::: ·::::: :::: ·::= :::: 
Hunched posture 1 . 

MOT Ataxia 1-3 

:=r~~m~~;i~!!1~~:::: :~:::Ef~: ~::: :~~: :::~~ :::=: ::::~ ::~: :~::: :::::: :~~: :::::~ =::: ~:::· ::::: :::::: ·::~::. :::::: :~::: ::~~: :::::: :::::: .:=~: :::::: 
Prostration 1 . 

BEH .... !:!>!P~!~~~Y.~lY.. ................... !:.~.". ...... ...... ...... ...... ...... ...... ·--· ...... ...... ~-·· ...... """" ...... ...... ...... ...... ...... ..... ...... ..... .. ....... .. 
Somnolence 1-3 

RES .... P.Y.~P.!!~~ .............................. !."' ................................. 1-···· ...... ...... ...... ..... ...... ...... •.••• • .................................................... . 
·-.!~~~~1?.~~~-................ ........ 1 ...... ~ ···-· ...... --·~ ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... ..... ....... ...... ...... . ..... ·--· .................. . 

Bradypnea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

APP Piloerection 1-3 

:~:~~~]~#.~:~::::::::::::~:~:~ ·:~:I~~:=: ::::~ :::::: ~::: =~: :::::: :::::. ::::= 
Hunched posture 

BEH Hyperactivity 1-3 ... "s;,:;;;;;i;~~;.............. . .... 1.3.... ...... ...... ...... ...... .. .... --- ...... 

RES ._P.Y.:?.e.~.~ ............................. ~ ............. --- ...... ...... . ....... ~ ..... .. 
.... I~!!¥P.~.~!': ....... - .... - ....... ! ... ~ ... _ .................................... ._ 

· Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P = Pretest examination (during acclimatization) 

(""") = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

~277 

DAlLY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), FEMALES ANIMAL No. 321 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1-3 -·-saiivaiion····-······-····· ······;-:3·-·· ······ ....... ...... . ............................. ··-- ..... ...... ....... ...... ··-·· ...... ...... ...... ...... ...... ...... .. ........ .. 
............................................. ................. ...... ....... ...... .. ................................. "'" ............. --- --- .................. 1-·- --·· ................ .. 

Hunched posture 1 

BEH ..... ~lP!':~~!~.!'!!Y. .................... !.:~... .. .... --· ...... ...... ...... ...... ...... ...... ...... ...... ...... .. .......... --- ... ._ ...... .. ... ~ ............................... . 
Somnolence t-3 

RES :::¥~~[!~;;,~~~:::~=::::: ::::~:=~ :::: ~:=: ::::: :::: ::: ::::: ~:::: .:::: .:::::· :::: :::::: ·:::::: :::::: ::::: ::: ::::· ::::: ~==: ::~: ::::: ::::: ::::: 

APP 

MOT 

BEH 

RES 

Bradypnea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

Piloerection 1-3 ............................................. ................. ..... . ................. ··--1--- ..... . 
SalivatiOn 1-3 ......................................... - ............... - r""' ............................... _ 
Hunched posture 1 
Ataxia 1-3 ............................................. ................. ..... ....... ~·- ...... . ........... r-·-

.... I~-~~.!~~~!9.~!~.?. ............ !.:~..... ..... ....... ...... ...... ...... ...... . .... . 
Prostration 1 

.... .!:!Y.P.~~~-~~.'f.!!Y. .............. .... ~.!:~..... ..... .. ...... ._. .. ................ -·-
Somnolence 1-3 

..... Q¥-!ef.!~~-----................ ~ .... 1...... ...... ...... ...... . ................. .... :. 
Tachypnea 1 ........................................................................................................ 
Bradypnea 1 · 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS= Miscellaneous 
P =Pretest examination {during acclimatization) 

L..J = No abnormal findings noted 

n = Severity of 1indings 
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Sanitized Version 

.CC STUDY NUMBE,1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), FEMALES ANIMAL No. 331 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1-3 · ·····--······---····--···-·····-···-· ................. ...... . .............................................................. ._ ...................................... ·-·- ................. .. 
Salivation 1·3 ............................. ~.............. ................. .,.... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... .. .... -... ...... ..... .. .... "'"'""''" .... .. 
Hunched posture 1 

MOT Ataxia 1-3 

:::i!.~~?.?i~l~l!~~~:::::: ::::::i:~:: ·:=: ::::::· :::· ::: ·:. :::::: :::= ::::: ::::::. :::::: ~:~:: ~::= ::::~ ::::: .=:: ·:::: :::: ~:: :::: :::: :::: .::::: 
Prostration 1 

BEH ..... t!Y.P.~!~E!!.Y.!!Y. ................... }:~..... ·-·- ...... ..... ...... ...... ....... ...... ...... ...... ..... ...... ..... ...... ...... ...... ...... ..... -···· ...... . .. - ......... .. 
Somnolence 1·3 

RES 

:::::i~~~;,~~:::::::::::: ::::::I:::: ::: ·:::: ::: .. :::: ::::: :::::: :::::: ::::: ::::= :::· :::: =~~:. ::::: ::: ~::: ::::: ::::. ~::: ::::: :::::: :::: ::::· 
Bradypnea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

APP ..... ~!L<?.~~~!!~~ ..................... ~:~.... ...... ..... ...... .. .... ,...... ...... . ... .. 
Salivation 1-3 ................. -........ , ............................. ----·--··· ....... ····- ··-- ··-·· ···-· --·· .... .. 
Hunched posture 1 

MOT Ataxia 1-3 

BEH 

RES 

~:.::t~~~:?.TB~l~!?F.I~~:::: ::::::E~::. :~:: ~:::: ::: ~::: :::~ ::::. ::~:: 
Prostration 1 

..... ~Y.E~~!!~~-~.Y.~Y. ..................... ~~.~..... ...... ...... ...... ...... ...... ...... .. ... . 
Somnolence 1-3 

..... er.~.P.~~-~ .............................. !. .......... ,. ...... ...... .. .......... _.. .. ... . 

..... T..~!?!!Y.P.f.l.:!:'.................. .. ..... ! ...... ~ ........................ ~-'"'" ........... . 
Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT== Motor 
BEH = Behavioral 
RES = Respiration 
MIS= Miscellaneous 
P = Pretest examination (during acclimatization) 

I""") = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), FEMALES ANIMAL No. 341 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 s 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1·3 
·····€iaiiv~!ioii-·········-····-·· ···-·:;:3..... ····· ···-· ·-··· ······ ······ ····- ...... . ..... ··-· ···-· ............ ···-· ...... ...... ...... ...... .. .... -·-· ...... . ..... _ .. . 
,............................................. ................. ...... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ....... ...... ...... ....... ...... ···-· ...... ...... ...... .. ........ . 

Hunched posture 1 · 

MOT Ataxia 1-3 ............................................. ............... ...... -·-· ....... ...... ...... ...... ...... ...... ...... ...... ...... ...... ·-- ...... ....... ...... ...... ...... ...... ...... . ......... .. 
..... '!E~!!l.?.!~'!YJ~~.~!~~ ............. 1.:~-··· ...... ...... ...... . ........... -- ...... ...... ...... ...... ...... ...... ...... ....... ..... ...... ...... ...... ...... ...... .. ......... .. 

Prostration 1 

BEH ..... t!YJ?.~.t:~.9l!lf.~!Y. ... ; ................ 1.:~ ..... f-........ ~.. ...... ...... ...... ...... ...... .. .................................... ._..... ...... ...... ...... ...... ...... ...... ·-· .. '"'" 

Somnolence 1·3 

RES Dyspnea 1 

·:~J~-~.Y.P.~:~~::::::~:::=:: .:=:I:::: ::::: ::::: :~:: ::::: :::::: ::::: :::: :::::: ::~:: :::::: ::::: =:::· -~~:~ ·::~~ ~:: ::::: ::::: ::::: ::::: :::: :::. ::::: 
Brad~nea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 26 

APP Piloerection 1-3 
"'"'SS'iivatio'.i"'•"""'"'""" i--""1:3·- r·-· . ...... ...... _,. ~.... ...... ·-"· 
............................................................. ~ ...... ...... ..... ...... .. .............. .. 

Hunched posture 1 

MOT ·--~~~~ ................................ !:~- ...... ....... ...... ..... . ................ . 
..... !!..~~.?.r.{~~~~!!:'.P. ...... ...... !.:~ .... - ...... ...... ...... ...... . ................ . 

Prostration 1 

BEH ..... t!Y.P.~':.~~!jy,~J. .................... !::!.... ..... ...... ...... ...... ...... ...... . .... . 
Somnolence 1-3 

RES ..... I?J.:?.P..~.~ ........................... : .. !.._. ...... ...... ...... ...... ...... ...... .. .. .. 
..... I.~~~XP .. ~~~ ................. ........ 1 ....... .... " ...... ...... ...... ..._. ..... .. .. .. 

Bradypnea 1 

Abbreviations: 

APP :::; Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS= Miscellaneous 
P = Pretest examination (during acclimatization) 

l.....J ;:::; No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

~277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), FEMALES ANIMAL No. 351 

APP 

MOT 

BEH 

RE~ 

APP 

MOT 

BEH 

RES 

study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 2.0 21 

Piloerection 1-3 

::::~~~I~~!~~:~::::::::::=:=~~ =~~:f:~~= :=: ~::: ·=::: :::::: ·::::: :::::~ ::::: ::::: ::::: ::::: :=: ·:::::· :::::: :::::: ::::: :::::: :::::: :==: :::::: ::::: ::~:: ~::=· 
Hunched posture 1 · 

Ataxia 1-3 

:::::!!.~P.2.!.~~t~~!~9::::: ::J~~::::: === ::::: ~~=: ::=:: :::: :::::: :::: :::::· :::: ::::: ::::: :::::: ::::: ::::: :::::: ·::= ::~:: :::::: ::::= =:::: :~::· ~::~. 
Prostration 1 

..... t!Y.P.~.~~~~!.'f.!~ .................... !:~..... ...... ...... ...... ...... ...... ...... ...... ...... ....... ...... . ...................................... ~.. ...... ...... .. .............. .. 
Somnolence 1-3 

.... .f~Y.~P..':!~a ................................ !....... ...... .. .... ~~·· ...... ...... ..... ...... ...... ..... ...... ...... ....... ...... ...... ...... ...... ...... ...... ...... ...... .. ....... .. 

..... I.~!?.~Y.PE~2 .................. ........ !....... ...... ...... ..... .. .... --· ...... ...... ...... ..... ...... ...... ..... ...... ...... ...-... ...... ...... ...... ...... . ................ . 
Brady_pnea 1 

Treatment 
PARAMETER SCORE 22 23 24 25 26 27 28 

Piloerection 1-3 
··-·s;;iw~!~~·;; ...... - ............. 1~3.... ...... ...... ...... ...... .. .... ;"·-· .. .. 
········---········-·······---·-- -·---·-······· ····- ...... ........ -·-· ...... ··-· ·--

Hunched posture 1 

..... ~~~ ............... - .... - ...... !:~--· ............................... ·--· ..... . 

.... .!.t~~-~!.~!!lt4?!'l~~~~L ......... !:..!!... ...... ....... ...... ...... ...... ...... . .... . 
Prostration 1 

..... t!lP.~.~~~Y~Y. ................... !.:~..... ...... . .................................. . 
Somnolence 1-3 

.... .!?.Y.!e~~-~ .......................... --!...... ...... ...... ...... ...... ...... .. ... ·-·-
.... J~~!:!Y.P.!:l~~ ......................... !,_... ...... ...... .. ........................... .. 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P =Pretest examination (during acclimatization) 

f"'"] = No abnormal findings noted 

n · = Severity of findings 
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Sanitized Version 

DAILY CAGE·SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), FEMALES ANIMAL No. 361 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP .... !:!~~~!~~~.~ ................ ....... 1:~.... ...... ...... ...... ..... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ....... ...... ...... ...... ...... ...... . .......... . 
Salivation 1-3 ........................ ~.................. ................. ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... ...... _.,, ...... ...... ...... ...... ..... ...... ...... ...... .. ....... .. 
Hunched posture 1 

MOT Ataxia 1-3 ............................................. ................. ...... ...... ..... ..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... .. ......... ~ ...... .... ...... ...... . ............ . 
.... !.~~!!.'.?.f!.!~~!~.~!!).9. ........... !::~..... ...... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... .. ........ .. 

Prostration 1 

BEH ..... t!Y.E~E~g!!,~i!Y. .................... !.:~..... ..... ...... ..... ...... ...... ...... ·-- ...... ...... ...... ...... ....... ..... ...... .. .... ···-· ..... ...... ...... . .............. .. 
Somnolence 1-3 

RES ..... Q~!e.~~.~...................... .. ..... !...... ...... ....... ...... ...... ...... . ....... 4. ...... ...... ...... ...... .u... ...... ...... ..... . ....................... ~.... .. ......... . 
..... !~!?.~Y.P.~.~;:, ......................... !._ ........................... --·· -·· .............................................................................................. . 

Bradypnea 1 

Treatment Study day I recovery 

PARAMETER SCORE 22 23 24 25 26 Z1 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 

APP --~~~.~!.~!!~~ ...................... !.:~..... ..... ...... • ............................ f-........... ...... ...... ....... ...... ...... ....... ...... ...... ...... ...... ...... -··· 
Salivation 1·3 ............................................. ................. .. ......................... _ ........... r--·.. ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... ...... ...... .. .. .. 
Hunched posture 1 

MOT Ataxia 1·3 ..... f~~~~rii;;;ikhi~9 ............ 1:3 .... ·--· .................................... ··-··!"-·· .. -···· ............................... ···-· ........................... .. 

-···p;.c;st-ra"iio'fi ...... ._ ................ 1 .................. ··-·· ................................... --- ............................................................... . 

BEH .. _t!Y.£~.r~.?.~.iy!!X ................... ].:?.. ................ _ .............. _ .......... -· .......................... r-............... """ ........................ ~ .. ~ 
Somnolence 1-3 

RES .... QY.~I;!!!~~-............................ !-.... : ........... ~.... ...... . ....... ;... ...... .. ........ _ ...... ...~ .. ""'" ..... ...... ...... ...... ...... ...... ...... .. ........ . 
Tachypnea 1 

8-(~d';p-rie-a·~·- .. --............ 1 .......... _ ...... ...... .. ............ ~ . .... :. ·-·.. ...... ...... ...... . ..... ····· ..... ....... ...... ...... ...... ...... .. ........ .. 

Abbreviations: 

APP = Appearance 
MQT;::o Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P = Pretest examination (during acclimatization) 

I...J = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

STUDY NUMB 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), FEMALES ANIMAL No. 371 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP ..... ~.~~~~=-~£~!?~ .................. .-.!.:~..... . ..... -·- -·- ...... -· ........ ··-·1---· ...... ...... ····- ....... _.... ······ ...... ...... .. ................ ·--· ···- ·-··-
..... ~~~:!~~!~.':! .................... ·--~::~ ..... -·-· .................................... "'"" --· ...... --.. 1-·· ............................................................ . 

Hunched posture 1 
MOT ..... ~!~.~!~ ........................... ""''!::~ .................................................. _ ..................................... ""'" ...... ...... ..... ..... ... ........... .. 

..... I~~!!:.£fL!~!!!?):ll!J.fJ ...... ___ 1:~.. ...... ...... ...... ...... ...... ..... .. ............ ,.... ...... ...... ....... ...... ...... . ..... ·-··· ................ - ·-·.. ...... . ... . 
Prostration 1 

BEH ..... ~P..~E!:~!'!'~!Y. .................... !::~ ........ _ ...................................... ~.... ...... ...... . .................................................... ······ ........... . 
Somnolence 1-3 

RES ..... QY.~e.r:!~.~--........................... ~ ............................................... ·-... ·-- -·-· .'".: ................................................................ . 
.... I.~~XP!.l.~~----· .. -· ..... ....... !....... ...... ....... ...... ...... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ..... ...... ...... ....... ...... .. ............ Oft .. 

Bradypnea 1 

Treatment Study day I recovery 

PARAMETER SCORE 22. 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 44! 

APP ..... ~!~~!:._~~~.~ ...................... !:~..... ··-· ~-- ..... ...... ...... ...... .. ................ '""' ...... ....... ...... ...... ..... ..... .. ... ; ...... ...... ...... __ , 
..... ~.~-l!.Y~!!~il ......... ._ ................ 1-~~ ... - ...... -- ...... ...... ...... ...... .. ........................... _,_ ..... ...... ....... ...... ...... ...... ...... ..... .. .. . 

Hunched posture 1 
MOT Ataxia 1-3 

"-"'"''"""''""""""''"'"""" "'"""'"'"'' ,.,.., """ """ ""'' '"m """ ""'' '""' """ "'"" ""'' """' '""' "'"" """ ,., .. , '""' ... , .. "'"' """ """ 

.... I..~"!l~f!!.!!~!!?.~!r.a ........... J:~..... ...... ...... ...... ...... ...... ...... -·-· ...... ..... .. .. - ___ ...... ...... ...... ..... ...... ...... ...... ...... ...... ---· 
Prostration 1 

BEH _ ... t!xJ?.!:.r:!-:E!_i;(.~!Y. .................... 1:?. ............. -.......................... --· .................. --- ............................................... -···· .... .. 
Somnolence 1-3 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS !!! Miscellaneous 
P =Pretest examination (during acclimatization) 

f......J = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version tee STUDY NUMBE,1277 

DAILY CAGE·SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), FEMALES ANIMAL No. 381 

Study day I treatment 
PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP ..... f.:~~~-~-~?.!!~!!............... .. .... !.:~..... ...... .~... ...... ...... ...... ...... ...... .. .......... wo... ...... ....... ...... ...... ....... ...... ---1-· ...................... """" Salivation 1-3 · ...................................... _.... ................ ...... ..... ...... .. ............... ~ ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... ...... ...... ...... .. ......... .. 
Hunched posture 1 

BEH ... .t!Y.P.~!~~~!::~z: .................. }::~..... ...... ...... ...... ...... .. .......... ·-·- ....... ....... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... .. ............. ... 
Somnolence 1·3 

RES 

Treatment Study day I recovery 
PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38. 39 40 41 42 

APP .... ~~~~~~~~'?!! ................ ,_ .. !.:~..... ..... ...... ...... ...... -·- ..... ...... .. ............. ,.. ...... ....... ...... ...... ..... ..... .. ........................... .. 
..... ~Jl~~!~?..':'! ......................... !:~ ........... 1-..... ...... ...... ..... ...... ...... --· ·--- ...... ...... ..... ...... ...... ...... ...... ...... .. .......... -·.. • .... . 

HunChed posture 1 

MOT Ataxia 1-3 

:::t~~~~rT.t!!~~~~~:=:= -~~~j~f:~: ~:=: ::~~ :::: ::::: :::::~ .::: ::: :::: .. :::: ~~:: :::::: :::::: ::::~ :::::: ::::: :=:: ::::· ::::: :::: == :~::: 
Prostration 1 

BEH ._.t!Y.~.~~~~-~~~--····· .. -· ..... ~.:~ ........... ~ .... ~..... ...... ...... ...... ...... .. .... --· ....................................................................... .. Somnolence 1-3 

REs ..... el'!P.!!~.o:! ... M ........................ ~....... ...... --· -~-- -·-~ ............ "'-· ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... ...... ...... ...... .. .. .. 

.... I!!~bY.E!!~~ ......................... !...... .... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ....... ...... ...... ...... ...... ...... ...... ...... ..m. .. .. .. 
Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT== Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P =Pretest examination (during acclimatization) 

~===------=---~ --

["] = No abnormal findings noted , 

n = Severity of findings 

137 



Sanitized Version 

rJCC STUDY NUMBE,1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL)7 FEMALES ANIMAl No. 391 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 
APP Piloerection 1·3 

-·saii~aii;;~·--· .. ···-· ............ 1:3--· .................................................................................. _ ................................. ---· ........... . 
, _________ , ______ ............. ................. ...... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... . ........ _ ...... ...... ...... ··-· ........... . 

Hunched posture 1 
MOT Ataxia 1 ~3 

BEH 

RES 

APP 

MOT 

BEH 

::J.i~~?!.~t~h}~g::::: ::::3::~::~ ::: ~::~: :::: ::: ·::::: :::::: :::::: ::::: ::::: :::::: ::::~ ·::::· ::~:: :::::: ·::::: ::::: ::::: ::::: ·::: :::::: ::::: :::::· 
Prostration 1 

..... t:!Y.P.~~~-~:!~Y. .............. __ ,}.:~~.... ...... ...... ...... ...... ...... ...... . .. ~. .. .... ···-· ...... ...... ..... ...... ...... ...... ...... ...... ...... ..... ...... .. ........ . 
Somnolence 1~3 

Treatment Study day I recovery 
PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 

..... ~~~~-•mMo .. ou..,_.,,.,,,. ,..,.J:~., ... '""' """ .,,_, '"'" """' ""'"' "'"' '""' "'"" '"'" "'"' ,,,.,. ,.., .. '""" fo--•oo ,,._, "'"' """ ""'' •••- '"'"' 

..... T.!~Ts>!Lt:!!l!~!:'.~ ...... ..... 1..::?...... ...... ...... ...... ...... ...... ...... '"'" ...... ...... .. ......... ___ ...... ..... .. ...................................... . 
Prostration 1 

..... t!Y.P.!~-?.~lY.t!Y............... .. ... 1.::~..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... .. ..................... .. 
Somnolence 1-3 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 

[=] = No abnormal findings noted 

n = Severity of findings 

P == Pretest examination (during acclimatization) 
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Sanitized Version 

RCC STUDY NUMBEFJJ1!1 277 • ,. 
DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 1 (CONTROL), FEMALES ANIMAL No. 40 I 
Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1 ~3 ·--saiiVaiio·n-···-·---······· ······1:3···· ··-·· ···-· '"·-· ······ ····- -··· ······ ...... ······ ·-··· ...... ·-··· ...... ···-· ...... ...... ...... ...... ...... ...... .. ........ .. 
............................................ ................. ..... ...... ...... ...... ...... .. ........ ~ ..... ...... ...... ...... ....... ...... ..... ...... ...... ...... ...... ...... ...... . ......... .. 

Hunched posture 1 

BEH ••••• !:li.'P.!i?!~?.~~~!!¥. .... - ............. !.:~--- ...... ...... ..... ...... ...... ...... ...... ...... ...... ...... ...... ... ......... r-·.. .... ...... ...... ...... ...... ...... .. ......... . 
Somnolence 1-3 

RES ..... QY..!!P.f.!~~ .............................. !....... ...... ...... ..... ...... ..... ...... ...... ..: .............. _ .................. _.... ..... ...... ...... ...... ..... .., .............. . 

APP 

MOT 

BEH 

RES 

.... I!l~Y.P.!!~~ ........................ .! ............................................................................................ OHNO ..... ~ .................................... . 

Bradypnea 1 

Treatment Study day 1 recovery 

PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 .37 38 39 40 41 42 

Piloerection 1-3 .................................................................... -- ..... -- ..... ·-- ...... . ..... ·-- ..... --·· ........................................................... . 
Salivation 1-3 .............................. ---···- ................. ···- ...... ..... ..... ,..... ...... ...... ...... ....... ...... ...... ..... ·-~ """' ......................... "" ... ·--· ..... . 
Hunched posture 1 

.... !:!Y.~~~?.!}.Y.~Y. ..................... t~.... ...... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... .. .. . 
Somnolence t-3 

Abbreviations: 

APP = Appearance 
MOT=Motor 
BEH = Behavioral 
RES = Respiration 
MIS ;:; Miscellaneous 
P "" Pretest examination (during acclimatization) 

r-'J = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

~1277 

DAIL V CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 2 (LOW DOSE), FEMALES ANIMAL No. 411 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 6 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP ..... ~!~~~!.~!?..~~£~---·········-·· ...... !.::~·-·- ·-··· r--· -·- ...... ...... ...... ...... . ............... ,_ ..... ....... ...... ...... ..... ...... ...... .. .... ·---~ ................. .. 
..... ~~!.Y.~.~!~!! .......................... !.:~ ..... ·-~· ..... ...... ...... ""'" ...... ...... ...... ...... ...... ...... ....... ...... ...... ..... ...... ...... ····--!---- ............... .. 

Hunched posture 1 

MOT 

BEH ,.,,.ti1P.~.~::f.!!~~}.',.,H,.,.,.,., ...... !::?. .... ""' "'"' ,,.,., """" ,.,.,. .,.,,. ''"" ,.,,., """' ,,.,,. ,,.,.. "'"" ,.,,,, ""'' """ ,,..,, '""' ,.,_, .,,,. ,.,,., . ., . ., ,,.,,, 
Somnolence 1-3 

RES .. ~.QY..~!.!~o~ooooOoMO""''""" ''"""~'"''" uoooo "'"'' "'"' """ ""' -•- """ '""' .,_., '""" "'"' ''""' '"'" "''" ...... '""' ''"" ""'' """ """ ...... '"'" 
.... I~ .. '?!!Y.E~.~~ ................. ........ 1....... ...... ...... ...... ..... .. .. ---· ............................................................. -~·· --- ....................... . 

Brad)'Pnea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

APP ..... ~.~~~~!.~!!~~ ..................... !~~ ..... ---- r·-- ............ ·-- ........... . 
Salivation 1·3 ..... H'liilch;ci"P'O'slure ............. , ....... -- --- ...... ...... ~ .............. .. 

MOT .... ~!~.~~~ ........................... ...... !.::~ ..... ..... ~.... ...... ...... ...... ...... .. ... . 
..... !!.~~!1.~.!~~-~!rt.~L ......... !::~..... ...... ...... ...... . ..................... .. 

Prostration 1 
BEH Hyperactivity 1-3 .... somnoi-;r;ce ..................... 1~-s-- ............ --~- ..................... ... 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS :;:; Miscellaneous 
P =Pretest examination {during acclimatization) 

f""") = No abnormal findings noted 

n :. Severity of findings 
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Sanitized Version 

~1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 2 {LOW DOSE), FEMALES ANIMAL No. 421 

Study day I treatment 
PARAMETER SCORE P 1 2 a 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1·3 ·····--····----··""""''"'"""'" 1-·---.-··-- ........... -.. .. .... ·--· .............................................................................................. ---
Salivation 1-3 ....................... _, ........................... ___ ........................ ·-- ...... ...... . ..... ~... ...... ..... ..... ...... ..... ..... . ....................... -·-· ......... .. 
Hunched posture 1 · · 

MOT Ataxia . 1-3 

=~T.:r~~~r2!.;.~~6[.)i::: ~:::ff.:: :::~~ ·::: ::::: :::::: ::::: .::::: :::: :::: ::::::. :::::: ::::: ::::::: :::~: :::::: ~::::: ::::: ~:::: ::::: :::::· ::::: :::: ·:::~· 
Prostration 1 

BEH .... t!Y.f?.~!.~?.~!~!!Y.. ................... ~.:~..... ...... ...... ...... ...... ...... ...... ...... .. ........... _... .. .... _,... ...... ...... ...... ...... ...... ...... ...... ...... . ......... . 
Somnolence 1·3 

RES .... P..Y.~~~-~ .... _. ....... -............... 1 ....... ;..... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... .. .... ·-·· .... .. 
.... I~~Y.P.r..~~ ................. ......... ~....... ...... ...... ....... ...... ...... ...... ...... ...... ..... ...... ...... ...... ...... ...... ....... ...... . ............. -~ ................ .. 

Bradypnea 1 

Treatment 
PARAMETER SCORE 22 23 24 25 26 27 28 

APP Piloerection 1-3 ..... saitvaiion ________ ........ 1-~3- ·-- ~--··.. ...... ...... . ................ .. 
............................................. ............ _. -·-· ~--..... --·· ...... --- ........... . 

Hunched posture 1 

BEH ._.t!}:'J?.~.~~!~!!¥. ................ _ .. !:~--· ...... ...... ..... .. .................... .. 
Somnolence 1·3 

RES ..... ~Y.~e~~-~ ....... ."............. .. ...... :!. ... _ ........................................ .. 
..... I.~~!'P.!l~.~ ...... --...... ........ :!....... .._ ...... ·-·- ...... -·-· ............ . 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS ;;; Miscellaneous 
P =Pretest examination {during acClimatization) 

I....J"" No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

~1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 2 (LOW DOSE), FEMALES ANIMAL No. 431 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP ..... ~!t~:.!~9!!!?.~"'"'''''"'''' ..... !.::?. ................................................................................................ _. ..................................... .. 

MOT 

6EH 

RES 

APP 

MOT 

BEH 

RES 

Salivation 1·3 .............. -................................................... ······ -·-· ...... ...... ..... ...... . ..................................... "'"' ...... ...... ...... ...... ...... ...... .. ........ .. 
Hunched posture 1 · 
Ataxia 1~3 

:::n.~~:?.!.~t!~Ei!P.::: ::I::~:: :~:= ~::: :::. ::::: ::: ·:::: :~:~:: :::: ·::::· .::: ~::: ~:: ::: :::: ~~::. ~:::: .~::: .::::: :::~ :::: :::::: :=:::: 
Prostration 1 

..... ti~~~~!Y~~ ................. 1:~.... ...... ...... .... ..... ..... ...... ...... ...... ...... ...... ..... ..... ...... ...... ..... . .... _... ....... ..... . ................ . 
Somnolence 1-3 

::::¥.~~;.:.~~!::::::=::::: ·::~:::L~::: :::: ==· :::::: :::::: :::::: ::::: ::::: .::: ·==~ :::::: :::::: ·::::: ::: ::::: :::: :::: ::: :::: ::::. :~::: ::::: ::::~ 
Bradypnea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 

Piloerection 1·3 ..... saiiv-atio·n-· ................. ·-·-i::s··.. ..... ·-·· ...... ·-·- ...... ...... .. .. .. 
-·······-··---····----·--· .. ·-- -·-·······-··· --··· ··-·· ...... ·-·- ....... ···- ..... . 

Hunched posture 1 

__ b,!~~!~ .......... --·---··-· ..... .!:~..... ...... ...... .... ...... -·- ..... .. ... . 
..... !!.~~9.!'J!!~!~l!}Jl ............ !:~--- """ ...... ·-·~ ...... ··-· ......... .. 

Prostration 1 

__ .tJ.YJ?.~~~Y.!!Y..-.......... ___ !:~..... ...... ...... ...... ...... -- ......... ... 
Somnolence 1·3 

.... !?.Y..~P.~~-~ ...................... ........ ! ....... -~· ...... ...... ...... --· ...... ..... : 

.... I.~C?!!Y.P.~~~·---.................. ! ....... -·- ...... ·-.. ~..... . ........... ·-·-
Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P =Pretest examination {during acclimatization) 

("""] = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

~12n 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 2 (LOW DOSE), FEMALES ANIMAL No. 441 

Study day f treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP ..... ~!~~~!~!?.~L<?.~ ................ ·---~:~ ........................ _... ....... ....... ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... ....... ...... .. .......... _ ... 
Salivation 1-3 

'"'''""'"""""'"'"""""""""' '"""""'"''• ""'' "'"' ..,'" "''" ,,..,, """ """' "'"' ''"" '""' ''''" "'"' """ ''"" '""' """ '"'" """ '""' ,_.,, ,.,, .. """ 
Hunched posture 1 

MOT Ataxia 1-3 

::~:!:~~~~!i~ii~!~9::::: .:::::E~:~: ~~::: :::::: ::=:: ·:::: :::: .. :~~: ::~: ::::: ~:::: ::~:: ::=:: :::::: :::=: :::: :~~:: .:~: ==:: .. ::::· :::::: ·:: ::::. ::~~. 
Prostration 1 

BEH .... !:i.Y.P2L~~!~~~Y. .................... !:~-- ........................................................................................................................ ._ ....... .. 
Somnolence 1·3 

RES .... £~!!P.!.'.~!l ............................... !....... ..... ...... ...... ...... ...... .... ...... ...... ...... ...... ...... ...... ...... ...... .. . .., ..... :. ...... ...... ....... ..... . ......... . 
..... !.~~-~¥..1?.!:'2~ ......................... !....... ...... ...... ...... .. .... --- ..... --· ·-··· ··- ..... ...... ...... . ........................ -.. ...... ...... ..... .. ......... . 

Bradypnea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 28 27 28 

BEH .... !:!~~~~~}.'f.!!i: ............. r-... !.·~..... ...... ...... ...... . ..................... .. 
Somnolence 1-3 

RES :~¥~;~:.~~~::::::~::::~ .~::::::t::: :::: ~== :==~ ~=· :::: ::~ == 
Bradypnea 1 · 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS == Miscellaneous 
P =Pretest examination (during acclimatization) 

[] = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

~STUDY NUMBEI1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 2 (LOW DOSE), FEMALES ANIMAL No. 451 

Study day I treatment 
PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1-3 

:::~~D~~!~~~~:::~::~~::::::: .:::I~::: ::: .::::: ::::: :::: :~:: ·::::: ·::::: ::::: .:::: :::::: ::::: :::::: :::::: ::::: ~:::. ::::· :::::: :::::. :::::· :::: ::: ::: 
Hunched posture 1 

MOT Ataxia 1-3 

:::~r~~~?.rl.~~~J~9.::::: :::::E~::: ~::::: :::=: :::::: :::: ·::::: :::::: :::: ::::: :::::~ :::::: :::::: :::::: :::: ::::: -:.·· ::: :::: :::: :::::: ::::: :::~ ~~:~· 
Prostration 1 

BEH .•.•. t!Y.f?.~.~~~~!.'!.!~ ................... ~ .. :~ ..... _.,, ............................................ _ ...................... ~ ........................................ f- ......... . 
Somnolence 1·3 

Treatment 
PARAMETER SCORE 22 23 24 25 26 27 28 

APP Piloerection 1-3 

:::~~J[yi~~~::::::::::::::::: :::1:~:::: ·::: :::::· :::~ ·::: :::: ::::: ::::: 
Hunched posture 1 

RES ..... QY..~P..':!~~ .................. ~ ...... ~ .. :!. ........................................ _ .... _ 
..... !~Y..e.~~~ ........................ ! ........................ _ -·-· ................ .. 

Bradypnea 1 

Abbreviations: 

APP ::;; Appearance 
MQT:::; Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P = Pretest examination (during acclimatization) 

CVI&iCf~l 
'T·~~}-wQi..~G~£-% 

r-·} = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

dCC STUDY NUMBE.1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 3 (MID DOSE), FEMALES ANIMAL No. 461 

Study day I treatment 
PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1-3 ····saii;at'ion .......................... 1:3 .... -··- -··- ................... -· .. ··-·· ................................................. 1-................. --- ................ .. 
........................................ ,_, ................. ...... ...... .. ••• f-..... ...... ...... ...... ...... ..... .. ................ -... ...... ...... ..... .. .... --· ...................... .. 

Hunohed posture 1 

MOT Ataxia 1-3 

::~!r;.~?.!~~i~~~~9::::: ::::::I~~== =:: ::::: :~: .:~~ ::: ::: :::: :::::: :::: :::::: ::::: ·:::: ::::: ::::: .:::. :::: ::· :~::: :=:: :::::: :::::: :::: 
ProstraUon 1 

BEH .. -~Y.J?.~.~~~}Y,~~Y. .................... !::.~ ...................................................................................................................................... .. 
Somnolence 1-3 

RES .... !?.Y.~P..r:!~.~ ...................... l-...... 1...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... .. ......... .. 

APP 

BEH 

RES 

Tachypnea 1 .... arad'YP'nea .......................... 1 ......... _. ...... ...... .. .... ······ ...... ······ ...... ...... .. .... ····- ...... ······ ...... -····· ...... ...... .. ................ ·--· .... .. 

Treatment 
PARAMETER SCORE 22 23 24 25 26 27 28 
Piloerection · 1-3 -·saiiVaiiO'; ................... -·"·:r:s·-· ...... ...... ...... ...... ...... ..... .. ... . 

............ ___ ........................... -................ _ ................................ .. 
Hunched posture 1 

.. ,_tj¥J>~.!~~~.'!~Y. .............. __ ,!:.~..... ...... ...... ...... ...... .. ............... . 
Somnolence 1·3 

..... QY..~P.n~! .. _ ........................ .!....... ...... ...... ...... ...... . ................ .. 

.... .!~?.!!~~-~~ .......................... 1....... ...... ...... ...... . ..................... .. 
Bradypnea 1 

Abbreviations: 

APP =Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P =Pretest examination (during acclimatization) 

L..J = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

STUDY NUMBE 1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 3 (MID DOSE), FEMALES ANIMAL No. 471 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 .10 1f 12 13 14 15 16 17 18 19 20 21 
APP Piloerection 1·3 

::~~~!Y.~!E?~~:::::::::~::::~: :::::I~~~: ::: :::: ~::: ::~~ :~::· :::: :::::: :::: :::: :=: :::: :::: :::=. =:::: ::~· :::::: :::: ·::::: :=:: :::~: :::::: ·=::: 
Hunched posture 1 · 

MOT ••-~~!~"'''"'''''''''''"'''''''' ,,., .. 1::!..,, "''" ,,p,. •••••o "'"' '""' """ '"''' "'" ""'' .. .,,, "'"' ..,., .,,_ "'"' """' "'"' '"'" '"'"' """ ''''" """ "'"' 

..... !'!..~!!!?!!.~!9.~!~~-.......... !:~ .. -- ...... ...... ...... . ........... ···-~ ...... ..... .. ... ··-·· ...... ..... ...... ...... ...... ...... ...... ...... ...... . ................ . 
Prostration 1 

BEH .... .!:li.'P.~L~?1!~~o/. ..................... 1 .. -:~.-- ...... ...... ...... ...... ...... ..... ...... ...... ...... ...... ...... ....... ...... . ..... ···- ...... ...... ...... ...... ...... .. ........ .. 
Somnolence 1-3 

RES 

Treatment 
PARAMETER SCORE 22 23 24 25 26 27 28 

APP ..... ~!LC?~!~!!?.~ ..................... }.::~..... ...... ...... ..... ...... ...... .. ......... .. 
..... ~~!~~~<?!! ..................... ....... ~.:~..... ...... ..... ..... . ....................... . 

Hunched posture 1 

MOT ..... ~1~~':." .............................. !::~..... .. .... ·-....... ~ ...... ...... ...... . ... .. 
-.I.!.~~~r!.!.!.~~!!l~ ...... ...... !; .. ~-· ...... r---· ............................ .. 

Prostration 1 

BEH ..... t!Y.J?.~~~?.!~.'!i.!Y-................... !::~ ............ .., ............................ .. 
Somnolence 1-3 

RES ..... Q¥,~P..r:!~!!. ..................... ........ !..... ...... ...... ...... . ..................... .. 
..... !~~.~¥.£~~!': ................. ........ 1 .... ~- -·-· ...... ...... ...... .. .... ·-- .... .. 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH =- Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P = Pretest examination (during acclimatization) 

· (""") ;:; No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

CC STUDY NUMB 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL OAT A 

GROUP 3 (MID DOSE), FEMALES ANIMAL No. 481 

study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1·3 ..... s;.i~ik:;;;····-···········- ·--1:3-.. f-·--· ·-·- ...... -.. .. .... ····- ...... ...... ·-·~ ...... .. ••• ·-- ...... ··-· ................................ ·-·- .......... .. 

............................................. .... ---··--· t-··-· ............ -·- ~'-"'" -···· ...... ""'' ...... ..... .. .... ""' ...... ...... ....... ...... ...... .. .... ······ ...... . ......... .. 
Hunched posture 1 

MOT Ataxia 1·3 

::::1.f.~P!.~~~~1~2:::::: :::E~~:· ::::: ::::~ ::~~ ~~~ ::: =:::: ::=:: :::: :.:: ·:::~ ~~::: :.~:: ::: ::::: .::::: ::~: ::::~: ~:::: :::::: :::::: ::::: :::::: 
Prostration 1 

BEH ..... t!Y.I?.~.~-~~!~!!l'--···--· .. ...... !·:.~ .. -- .... _ .................. """ ...... '""' ................... ·-- .... --- ................................................... .. 
Somnolence 1·3 

RES =~i~i.~~~~~~~:::::::: ·::::::L::~ ::::: :::: ::: :::: == ~:=~ :~=~ ::::: :::: ::: == :::: ::: :::~ ::::: :::: :::::: ~:::: ::::~ ::::: ::::: ~~:: 
Bradypnea 1 

Treatment 
PARAMETER SCORE 22 23 24 25 26 27 28 

BEH ~ .... t!Y.~!.~£t~~Y. ............ - .• _,!:.~..... ...... ...... ..... ...... ...... -~ .... .. 
Somnolence 1-3 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS= Miscellaneous 
P:::: Pretest examination (during accUmatization) 

[] ~ No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

~1277 

DAILY CAGE .. SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 3 (MID DOSE), FEMALES ANIMAL No. 491 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 $ 9 10 11 12 13 14 15 16 17 1$ 19 20 21 

APP ..... ~}.~'?_~!~£~~~ ..................... !~~ ..................... ~ .......................................... ~-·- ................................................................. .. 
Salivation 1-3 .............................................. ................. ...... ...... ...... ...... ..... ...... ...... ...... ...... ..... ....... ....... ...... ...... ...... ...... ...... ...... ...... ...... . .......... . 
Hunched posture 1 

MOT Ataxia 1-3 

:~::t~~~9.~~~!~E~~~~~::: ~~!~~~:: ~~~: ::::: :::::. :::::~ :::· .. ::: == :::: :::::· ::::: :::: .::::· ::~:: :::: .::::: :::~ ::::: .=::: ~:::: :::~ :::: ::::· 
Prostration 1 

BEH ..... t!Y.J?.~.!.!;lJ.!}~~l' ................... ~.:~.... ...... ...... ...... .. .......... ·-·.. ...... ...... ...... ...... ...... ..... ...... ...... ....... ...... ...... .. .......................... .. 
Somnolence 1-3 

RES Dyspnea 1 

::I~~EY.P.~;.;~:::::::::::::: :::::::I::::: .::::: .:::::: :::::: :=::: :::::: :::: :::::~ ::::: :::::: ~::: :::~ ::::~ ::::: ::::: ~::::· :::: :::::: ·::::: ~:::· ::~: ~:::. ::::: 

APP 

MOT 

8EH 

RES 

Bradypnea 1 

Treatment 
PARAMETER SCORE 22 23 24 26 26 2:7 28 

Piloerection 1-3 ...................... _................ ................. ...... ...... ...... ....... ..... ...... . ... .. 
Salivation 1-3 ............................................ ................. ...... ..... ...... . .. ,_ ...... ...... . .. .. 
Hunched posture 1 

..... t!Y.P~~X~~~!~~-----... .. ... !::~---· ·--· .... ...... ...... ...... ..... . ..... 
Somnolence 1-3 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS ;;; Miscellaneous 
P =Pretest examination {during acclimatization) 

("'"] = No abnormal findings noted 

n == Severity of findings 

A11'A0MMINi P·AQE 59.6 
,-j 
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Sanitized Version 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 3 (MID DOSE), FEMALES ANIMAL No. 50 I 
Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP ..... ~~~~.~!.~£!!~!,1"·····"·--··· ..... !:~.... ...... . ................................................. """ ~-·· ..... ...... ...... ...... ...... . ............ -·- ...... .. ......... .. 
Salivation 1-3 

·~·-····· .. ·-·--·· .. ·····--····-··-··· ·········~···-·· ................... ···-· .............................................. -···· ............ ······ .................... ···-· ....................... . 
Hunched posture 1 

MOT Ataxia 1-3 

:~I~~~~i.!~~£~!.~~:::::: ::::~E~~:: ::=~ :::= :::::: .:::: :::::: :::~ :::::: ::::: ::::~ :::: ::~: ·=::: ::::= ::::· =~~: ::::: :::: .::::: :::::: ::::: :::: ·:::::. 
Prostration 1 · 

BEH ..... l_:i .. ~~-~!!?,~~!X, ................... ~.:~..... ..... ...... ...... ...... ...... ...... ...... ...... ...... . .......................................... ~-'""' ...... ...... ...... . .......... .. 
Somnolence 1-3 

RES ::::f~~~7.i.~~~:::::::~:::::::: ::::::~::::= :::: :::: ::::: ::::: ::::: :::::: ::::. ::: :::::: ::::: :::::: :::::. ::::: ::: ~::::: ::::~ :::=~ :::::: ::::: :~:: ::::: ::: 
Bradypnea 1 

Treatment 
PARAMETER SCORE 22 23 24 25 26 27 28 

APP Piloerection 1·3 ..................... ,_ . ..,., ............................... _ ...... ...... ...... . ..... -·-·· -- ..... . 
Salivation 1·3 ...... -................... ~ .. --........ ............... ...... ...... ..... ...... ...... .... .. ... . 
Hunched posture 1 

BEH ..... ~Y.P.~!~~},Y-~1 .............. ..... !:~..... ...... ...... ...... ...... ...... ...... . ... .. 
Somnolence 1-3 

RES ..... 91~!!_~ ...................... ........ !.~.... ...... ...... ...... .. ..................... .. 
..... !.~~Y.P .. t:l.~~--.-................. .1 ..... _ ...... ...... ...... -- ...... ...... . .... . 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS= Miscellaneous 
P = Pretest examination (during acclimatization) 

r· .. ) ;::; No abnormal findings noted 

n = Severity of findings 



Sanitized Version 

DAILY CAGE·SIDE OBSERVATIONSJ INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE), FEMALES ANIMAL No. 511 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP .... f!~~-~~~~:?D ........ ~······ ...... !.-~ .. ~. ······ ...... ····~ ...... """"' ...... ...... ...... ..... ...... ...... ..... ...... ······ ....... ······ ...... .. 7: .... :~. ..~. ..7: .. ... !: .. 
..... ~~'!Y.~.~~C?.'.:'..................... . .... !::~·-· ............ ·-·· ...... . ............... - ...... ..... . ............................................... . :!: .. .. !. ..:!: . • :t. .... :~. 

Hunched posture 1 · .. ! .... :!: ... :t. .! .. .. :!:. 
MOT ..... ~~~!~ ................................. ~:~..... ...... ..... ...... .. .......... ·-·· ...... ...... ...... ...... ...... ..... ...... ...... ....... ...... ...... .:!: .. ... !. ..:!: ... ! .. . !. . 

..... !..~~.?!1.~~~-~!~P. ...... ..... !~§..... _... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... ...... ...... ...... .::. .... t.. ..! . . :!: •• . :!:" 
Prostration 1 .. :. .. ... ! ... :!:. .:!.. .. :!:. 

6EH .... ti.Y.P.~!e~!'!!!Y. ................... 1::~..... ...... ....... ...... ...... ...... ...... ..... -...... ~ .................................................. ! .. .. :!: • .. ! .. .. '!:. •• :!:. 
Somnolence 1-3 .. :. .. "t. . .. :t . . :!; .. .. :!:. 

RES Dyspnea 1 · . . + + + .,. + 

:=~f.~~~Y.P. .. ;;.:~::::::::::~:· :=~~::!::::: ::· ::::: :::~ ~:::: ·:.:: ::: =~~: :=:: ·:::= :::::: ::::: ·:::::· :::: ::::: ::::: =~~: ::~: :~:: ::!.: :~; :;.:: ::;~· 
Bradypnea 1 + + + + + 

Treatment 

PARAMETER SCORE 22 23 2A 25 26 27 28 

APP ..... ~~~~!~~!~~----·-.......... !.:~.... + + + + + + + 
.... ~!)~~!!~!.! ......................... ,!:.~..... + + + + + + + 

Hunched posture 1 + + + + + + + 
MOT Ataxia 1·3 + + + + + + + 

...... ~···-············---.. -... ----··· ··········--·· 

.... I!.~'E.<2~~-~!!'.9. ..... ...... ~.:~ ... - + + + + + + + 
Prostration 1 + + + + + + + 

BEH .•... ~rp~~~E~Y.!~ .................. !:.~ ..... + + + + + + + 
Somnolence 1-3 + + + + + + + 

RES ..... Ql'~e_'}~'! ..................... l---···~--·· + + + + + + + 
Tachypnea 1 + + + + + + + ..... amdypn;~ ............... _ ....... T..... + + + + + + + 

Abbreviations: 

APP = Appearance 
MOT=Motor 
BEH = Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P =Pretest examination (during acclimatization) 

L..J = No abnormal findings noted 

n == Severity of findings 



Sanitized Version 

.,C STUDY NUMBE,1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE), FEMALES ANIMAL No. 521 

Study day I treatment 
PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1-3 
····s;,i~8"ti~-n .. ······-···· .. -·. ·-·-1~3 ........... ···-· __ .. ...... ...... ...... .. ............. -.................................. -. --· ............................ _ --· 
............... _ .......................... -"""'"""'"' ...... ·-·- """ ...... ...... ...... . .... """ ..... .. ........ -...... ...... ...... ...... ...... ...... ...... ..... """ ......... . 

Hunched posture 1 
MOT Ataxia 1-3 --·····---··----···· .. ············- ··-······-· ........... ··-- ····- .......................... ····"'· ··-·- ..... . ....... ··-··· ...... ...... . .......... ····- ............. ······ ...... , ····· 

..... T.!~T..?.r!!~~~~!!'jl...... .. ... ~::~..... ...... ·-· ...... ...... ...... ...... ...... . .................. --· .. _... ...... ...... ...... ...... ····- ...... ...... ...... . .......... .. 
Prostration 1 

6EH -.. ~Y.P.~.~~?.!!.Y.!!Y .............. ___ 1.:~ ..... ·--·- r--·- ...... -·-· .................. """ ...... ·-·.. ..... ...... ...... ...... ....... ...... _,.,. __ .. ...... . ........... ·-· 
Somnolence 1-3 

RES 

Treatment 
PARAMETER SCORE 22 23 24 25 26 27 28 

APP Piloerection 1-3 

::::~~fiY~!1~~~:~~~::::=:: .~:~:I~~:. :~~= ·:::: ~::: :::~ ::::~ :::: :::: 
Hunchedposture 1 

BEH ..... t!Y.P!'.r~2!!Y.~Y. .................... !:~ ..... -- ..... -·- ............ __ ... . .... . 
Somnolence 1·3 

RES .... .!?X~.P..'l~.~ ............ -.......... -.... ! ................... --· ·--· .... ~ ...... .. .. .. 
Tachypnea 1 ··-srad'YP'haa .......... _ .............. ;-·--- ............ ---· ............. -.... . ... .. 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS == Miscellaneous 
P =Pretest examination (during acclimatization) 

J....J = No abnormal findings noted 

n = Severity of findings 

ATF:ACHMBNT PAGt! 59:9 ... 151 



Sanitized Version 

.CC STUDY NUMB,51277 

DAllY CAGE-SIDE OBSERVATIONS, INDIVIDUAl DATA 

GROUP 4 (HIGH DOSE), FEMALES ANIMAL No. 531 

Study day I treatment 
PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP .... E~~!~.~r.~£!!!?.~--· .. --···· ...... !.:~ ..... ·-~· ...................................................... to''"' ................................................ "'"' ........... . 
Salivation 1-3 ........................................ -.. . ............... ·--· ..... ...... .. .............................. - ...... r-- ..... . ........... i"'"" ...... • ........... ""'" ..... ··- .... .. 

Hunched posture 1 

MOT ..... ~~~-~!~ ......................... _ ....... !.:~-- ...... ...... ...... ...... ...... ...... ...... ..... ..... ...... ...... ....... ...... ..... ....... ...... . ................................. . 
..... !.~~~.?.!~~!!9t!!~ ........... !:~... . ........... "'"' ...... ...... ...... ...... ..... ...... .. .... !--..... ....... ...... ...... ....... ...... ...... . ..... "'"' ·--· ......... .. 

Prostration 1 

BEH ., .. t!~~.!!'E~!Y.~>.'. ............. - .. !:~ .... oooooo """" "'"" oooooo "'"" "'"' OUOOO MUn '""' oooooo '""' ""' oooooo """' """ oooooo "'''' omoo """ '""" r-•-• """ 
Somnolence 1-3 

RES ..... QY..~P..r:!~~ .............. ___ ......... .1....... ...... ...... ...... ...... . .................................................... ~ ...... .. ................ r""" ...... ...... ...... ....... -
..... !.~~~)!?...!]~~ .................. ....... 1....... . .............. ._.. .. ............. _ ...................... ~ ...... ....... ...... ...... ...... ...... ...... ...... ...... .. ............... ~ 

Bradypnea 1 

Treatment 
PARAMETER SCORE 22 23 24 25 26 27 28 

APP ..... E~~~!~~!~.~ ...................... !::~ ............................................. .. 
Salivation 1-3 ..... Hu·;;;;t;;:;·p~st'li·;;· ........... 1 ................... -· ............ --· .... .. 

BEH ..... t!Y.P.~E~.~~~!Y ...................... 1.::~--- ...... ...... ...... ...... .. ........... __ .. 
Somnolence 1-3 

RES .... .eY.~P!.!~~-................... .................. . .............. - --· ..... ...... ..-~ 
..... !.~~~Y.P.!:l..~~-.............. ........ 1....... ...... ...... ...... .. .................... .. 
Brae!~nea 1 • 

Abbreviations: 

APP = Appearance 
MOT=Motor 
BEH = Behavioral 
RES = Respiration 
MIS== Miscellaneous 
P = Pretest examination (during acclimatization) 

I.. .. J = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

STUDY NUMB 277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE), FEMALES I ANIMAL No. 541 

Study day I treatment 
PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP ..... !:~~?..~!.~!?.!!9D ................ " .... !::~..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... . ................. r- ..... .... .. 
..... ~~!.iY.~!~~n .......................... !::~..... ...... ..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... . ........................................................... .. 

Hunched posture 
MOT .... ~!~:.!~ ................................. 1:9..... ...... ...... ...... ...... ...... ...... ---· ...... ...... ...... ...... ..... ...... ...... ...... ...... ...... ...... ...... .. .......... _ .. .. 

..... !!~.'2:.?.f!.!.~!~~.~!~.9. ............ !.:~.... ...... ._.. ...... ...... ...... ..... ...... ...... ...... ...... ...... ... ... ...... ...... ...... ...... ...... . ..... ··--· ...... ...... .. .. 
Prostration 1 

BEH ..... t!~.~~C::~!.~~Y. ..................... ~.:~_ .. ···-· ....................................................... ,. ......................................... """r"'" ~ ............... .. 
Somnolence 1 ~3 

RES 

::li~i.~~~::::::::::~:: :::::1::~: :::~: :::::: :::: :::: ::~= ::::: :::~ ::::: .:::::: :::::: ::::: ::::: :::::: :::: ~==: ::::: ::::: :::: ::::: ==· ::::: ::::: 
Bradypnea 1 

Treatment 

PARAMETER SCORE 22 23 24 25 26 27 28 
APP Piloerection 1-3 ..... sai'ivaii~·~ ........... ---··· ..... 1:3-· ...... " ..... --.............. ··-··· ..... . 

........ ._ ...................... ._ ................ _, ___ ~ ..... ··-- .............................. . 
Hunched pOsture 1 

MOT Ataxia . 1·3 

:::::!£~~~~~£~~~~-a::::. =:!:~=· ~=:= ~:::: ~~:: :::: :::::: ~=:: ::::~ 
Prostration 1 

BEH ___ \!Y,J?.~~-~~Yi!Y.. .......... _ .. -.!:.~.-- ..... .. .......................... " .... .. 
Somnolence 1-3 

RES ... J~~:!P..':!~.~ ................. ": .......... ! .... "" ...... ....... ...... ...... ...... ...... . .... . 
..... !.~:.~Y.P.!:'.~~ .......... ~ ...... ._ ..... J ...... ~ ...... .. ...................... '""" ..... . 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS == Miscellaneous 
P =Pretest examination (during acclimatization) 

[] = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE), FEMALES ANIMAL No. 551 

Study day I treatment 
PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 2D 21 

APP Piloerection 1-3 

::::~~}!Y.~!~?.~:::~:::::::~::::: :::~:t:~::: ::~: :::::~ ::: :~:= ::::: :::::. =:::: :::::: :::::: :::: ::::: ::::: ~:::: ::::~ ~::::: ::::: :::::: .:::::: :::::: :::::· ::: ~:::: 
Hunched posture 1 
Ataxia 1-3 

:::r~~~£!2~~~~~[~9::::: .:::::E~:::: :::.: :: ::.: ::::: :::::: ::.:: :::~: ~=::: ·:::::· :::: ::::: ~::::: :::::: ::~~: ::::: ::::: :::::: :::: :::::: ::::: ::::: :::::: 
Prostration 1 . 

MOT 

.... tt.Y.P~!~~!Y~!Y. ...... - ........... !:;?. .......... 1-...................................................................... ~-··· ............................................... . 
Somnolence 1·3 

BEH 

RES 

Treatment 

PARAMETER SCORE 22 23 24 26 2G 27 28 

APP ..... ~!!~~!.~~~!!?.~ ...................... 1.:~ .......... r-..... ....... ...... ...... ...... • ... . 
Salivation 1-3 .... "Hunctiati .. i>ostu.ia···· ·-····1-..... ··-- ·-·· .. -- ............ ··-·· .... .. 

BEH .... t!¥~~~~iY.~~ .............. -·-.1~..... ...... ...... ···- ._ ... __ ............ . 
Somnolence 1·3 

RES ..... '?.Y..~P..':!~~ ...................... --.. -~....... ...... ...... ..•.• . ..... __ .. ...... .. .. .. 
.... I~-<?.~Y.P.!:'~~................. .. ..... !-..... ·-- ...... ····- ...... _.. ...... . ... .. 

Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH =Behavioral 
RES = Respiration 
MIS = Miscellaneous 
P =Pretest examination (during acclimatization) 

f......J = No abnormal findings noted 

n :::; Severity of findings 
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gee STUDY NUMBE-277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE), FEMALES ANIMAL No. 561 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1·3 ..... sari~;ii~·~···-··········--· ····1~3-- ...... ~-·· ······ ...... ······ ... __ ---· ······ ...... .. .... ······ ...... ······ ······ ~--··· .. '""' ...... ...... ...... ...... .. ........ . 
·-·t=i~~~h;;d··;;~siu;;··· ....... 1....... . ................ · ..... ······ ...... ...... ...... ..... ...... ...... ..... ...... . .............................. ······ ...... .. ..... _ .... .. 

MOT ..... f.!!~!~ ................................. 1.:~ ... ~ ...... ....... ...... ...... ..... ....... ...... ...... ..... ...... ...... ....... ...... ...... . ............ - ..... ···-· ...... .. ......... .. 
..... !.!~~.9.!!.!!!.~~-~!r!~ ............ !:~..... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... .. .. . 

Prostration 1 
BEH Hyperactivity 1-3 ..... so;;;n~i;~<;; ................... 1 .. ~3..... ...... ...... ...... . ............... -- ...... ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... ...... ....... ...... . ........... . 

RES :: .. ~~:.~~~::=:~=:::::= ::::::i:~:::· ::=:: .::::: ~::~ ::=: ~::::: =:=: :::::: ::::: ::::: :::::: :::::: .:::::· ::::: ·~::: ::::= ::::~ ::~:: :::::: :::::: :::::: :::::· -~~: 
Bradypnea 1 

Treatment Study .day J recovery 

PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 

APP Piloerection 1oo3 ..... saii:V~1k;.~ .................... -~·1:3 .... ·-.. ·-·- ....... ..... ...... ...... ...... ...... ...... ·-·- ......................... ·--· ............... - ..... ...... .. .. .. 
..... i=iunched .. poslu-re-·· .......... 1....... ...... ...... ...... ..... ..... ·-- ...... .. ....... - ·--- ...... -·- ·--· ...... .. ..................... ·--· ...... . ... .. 

MOT ..... ~!~~ ................................. !:?...... ...... ...... ..... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... .. .. .. 
.... Ir~!!'.?.!~~<?.~!~.9 ...... r-... t?. ..... ~ ........... -·· ..... ..... .~.... ...... ...... ...... ..._ ...... ..... .. .... ·-·· ...... ...... ...... ...... ...... . ......... .. 

Prostration 1 

BEH ... -t:!Y.P.~~~? .. t!.~ .................... !::.~-- ............................ ··-- ................... !-.................................... ~ ............................... .. 
Somnolence 1-3 

RES ..... RY.~P.~~~--.............. . ..... ~!.-- --· ...... ...... ...... ...... ...... ...... .. .......... : ......................... --- ...... ...... ...... ...... ...... ...... .. ... . 
..... T..~!?t!>:'£!!~~ ....................... ~ ....... --·· .............................. ·-- ............ _,. ................................................................ .. 

Bradypnea 1 

Abbreviations: 

APP == Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS= Miscellaneous 

('"'") == No abnormal findings noted 

n = Severity of findings 

P =Pretest examination (during acclimatization) 
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STUDYNUM 1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE), FEMALES ANIMAL No. 571 

Study day /treatment 

PARAMETER SCORE P . 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP ..... f..~~~-'::!.~~2~ ...................... !:~ .............................................................................. ---· .................. ·...... ....... ...... ..... .. ........ .. 
Salivation 1-3 ................. -......................... ................. ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... .. ................. ~---- ..... ...... ...... .. ........... ·-- ............ . 
Hunched posture 1 

MOT Ataxia 1-3 

:::::f.!~~?.~i~~~E!~~::: :::::i~~:: =:::: :::: :::::: ::=: ::::: :::::: :::: ::::: :::~ :::::: ::: ;.:: ~~:~~ :::~ ~:::: :::::: :::::: :::::: ::::: :::: .::::: ::~:: 
Prostration 1 

sEH ..... t!Y.P.~L~2.~.Y~ .............. ...... !.:~..... ...... ...... ...... ...... .. ................ ~ ....................... __ ............ 1-..... ...... ...... .. ............................ . 
Somnolence 1-3 

RES •••• E>.¥..~.':!~2 ............................... ~....... ...... ...... ...... .. ...... _ ................................ --- ............................. "'"" ................... fo"'" ..... .. 

APP 

MOT 

BEH 

RES 

..... '!1!.<?.~.Y..e~~!l .......................... ~ ........................................... ·-·- ···-· ...... -···· ........................................................... ···- ..... .. 
Bradypnea 1 

Treatment Study day I recovery 

PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 

Piloerection 1-3 '"'"saii·;aiio'n"""'"'""''""' """1':'3"" ...... r·-· ...... ...... .. .... --· ..... ...... ....... ...... ..... ....... ...... ...... ..... ...... ...... ...... ...... ...... .. .. . 
............................................. ................ ...... .... ...... ...... ..._ --· ..... ...... ....... ...... .. ......... ~ ...... ..... ....... ...... ...... ..... ...... ...... . .... . 

Hunched posture 1 

Ataxia 1·3 ·-·-··-.. -··-······-······---··-··· ··--········-· ···-· ·--· ...... ·-·~ ........ ·-·· ....... ·-·· --- ....... -···· ...... . ..... ·--· ...... ...... ...... .. .............. ···-· --· 
.... Ir~.~rt~~~£tll!l.9 ............ ! .. :~--- ........... --· ............ ·--· _ .......... ___ ., ...................... ._ ................................. --· ... .. 

Prostration 1 

.... .t!>:P.~.!~£!t!t!Y.._ ................ !:~ ..... ~. .......... __ , ......................... ,_. -- ...... ...... ..... ...... ...... .. .. ~ .................... ~ .............. . 
Somnolence 1·3 

Abbreviations: 

APP;;; Appearance 
MOT;;; Motor 
BEH ~ Behavioral 
RES = Respiration 
MIS= Miscellaneous 
P = Pretest examination (during acclimatization) 

r .. -J = No abnormal findings noted 

n = Severity of findings 
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fF STUDY NUM;!!f1277 

DAILY CAGE .. SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE), FEMALES ANIMAL No. 581 

Study dav 1 treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP ..... ~!!~!:!:~9.~£!!. ................. ._.~ .. :~..... ....... ...... ...... ~..... ...... ...... ...... ...... ...... ...... ...... ..... '""' ..... ..... ...... .. .... ,_,_ ...... ...... .. ......... .. 
..... §.~!!::'.!!~~2.':! ........... - ............ ~..:~ ..... ·-- ...... ...... ...... ...... ....... ..... ...... .. ............................................................................... . 

Hunched posture 1 

Be-l ..... t!Y.J?.~.~~.~!!J.!!Y.. .................. !:.~·-· ..................................................................................... J.. ........................................... ~. 
Somnolence 1-3 

RES ..... 9.X.~P..':!~!'! .............................. !....... ...... ....... ...... ...... ...... ...... ...... ...... ....... ....... ...... ....... ...... ...... ....... ...... ...... ...... ...... ...... .. ....... ... 
..... !!' .. C:.~Y.P.!!~:;t .......................... !. ........................ ···- ........................................... j-................................................................... . 

APP 

MOT 

BEH 

RES 

Bradypnea 1 

Treatment Study day I recovery 

PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 

·--~tl£~!~!!?.~ .. -~ ................. 2.:~..... ...... ...... ...... .. .............. _ ...... ...... ....... ...... ...... ..... ..... . ................. :...... ...... ...... ...... .. .. .. 
..... ~~!!:f.~.~i.?.!' ..................... ...... !::.~.-- ................................................................................................................... ······ ... .. 

Hunched posture 1 

..... t!~~.~~!~.Y.!!Y. .................... 1.:~ ........... ·-·· .................. -- ...... ...... ...... ...... ...... ..... ...... ...... ...... ...... ...... ..... ...... ...... . ... .. 
Somnolence 1-3 

Abbreviations! 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respira1ion 
MIS = Miscellaneous 

[_...] = No abnormal findings noted 

n = Severity of findings 

P =Pretest examination (during acclimatization) 
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'C rUDY NUMBE-1277 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE), FEMALES ANIMAL No. 59j 

Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1-3 ..... saii;a'tic.ii·-······-··--- ...... 1:3 ........... ···-· ·-··· ........ _. ·-... ...... . ........... ··-- --·· -·- ...... . ..... ·--·· ...... ...... .. ................. ~--..... . ... . 
................. _, .. ,_ ................ -. ·-................ ~ ............. ·-.. ...... ...... ...... .. .......... ··-- --·· ..... ...... ...... ...... ..... ...... ...... ...... ...... ._ .. _ .. .. 

Hunched posture 1 · 

MOT Ataxia 1·3 

:::::!.~~~:~!~~~:~!~~:::= :::::I¥.::~ :::~~ ~~:: ::~ :::::: :~~:: ::: :::: ::::: ::::: ::: .~~= .:::~ :::: ::::: ::::: :::. :::::: ·::. ::::: :::::: :::::. ·::::: 
Prostration 1 

BEH .... !:I.XJ?.!::.~~!!:t.~~ .... --..... ___ !;~ ................. -··" · ...... ,_., ....... ,_ .......................................................................................... . 
Somnolence 1-3 

RES 

:~:t}.;,~~~~~==::::::::: ==:3~~~:: ::~: =:: :::::: :::::: :::: :::::: :::::: ::::· :::~. ::::: :::: :::: ::~:~: ::::: ::::: :::~. ::::: ::::: :::: :::::: ·::::: :~:::. 
Bradypnea 1 

Treatment Study day I recovery 

PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 

APP ..... ~.!!~.~!.~~~!£~ ...................... !::~ ............................................................................................................................. .. 
..... ~.~!'~-~~~.t;l-................... .. ... ~ .. ~~·-- ...... ...... ...... . ........... -·- ~·-- ...... ...... ...... ...... ..... '""' ............ '"" ...... ...... ...... .. .... ~--''"' 

Hunched posture 1 

BEH ..... t!XJ?.~~~~!~!!Y. .................... !: .. ~.... ...... ...... ...... ...... ...... ... ... ·-·~ ...... ..... ...... ...... ·--· ..... ...... ..... ..... ...... ...... ...... ...... .. .. .. 
somnolence 1-3 

AbbreviatiQns: 

APP ::: Appearance 
MOT::: Motor 
BEH = Behavioral 
RES = Respiration 
MIS= Miscellaneous 
P = Pretest examination (during acclimatization) 

r-.. ) ~ No abnormal findings noted 

n = Severity of findings 
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,C STUDY NUMBE-2n 

DAILY CAGE-SIDE OBSERVATIONS, INDIVIDUAL DATA 

GROUP 4 (HIGH DOSE), FEMALES ANIMAL No. 60 I 
Study day I treatment 

PARAMETER SCORE P 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 

APP Piloerection 1·3 -·-sai·i:;;aiioil .................... ----1:3·-· ...... ·--·· ...... ...... ······ ...... -·-· ...... ...... ···-· ............. ·--· ...... ...... ...... ...... ...... ...... ...... .. ........ . 
............................................. ................ . ................. ,_ ................................................................ ._ ................................ ~-'"" .... .. 

Hunched posture 1 
MOT Ataxia 1·3 

BEH 

RES 

APP 

MOT 

BEH 

RES 

~:I~~:~~!!.~~~~~:~:::: ::::E3~~: :::: :::::: ::::: ::: ::= :::· ::::: :::::: :::::: :::::: :::::: ::::::: ::::: ::~: ::::: :::::: ~~::: :::::: :::::: ::::: ::=:: ::: 
Prostration 1 

•.•.. !jY.P.~!~:!!Y.!!Y.............. __ 1;~..... ...... ...... ...... ...... --· ;..... ...... ...... ...... ...... ...... ..... .. ... ~ ...... ....... ...... ...... ...... ...... ...... ...... .. .. 
Somnolence 1-3 

::::£~~~~:.~~~:~:::::::::::: ::::::~:~:::: :::::: :=~~ :::::: ::: :::: ::::: :::: :::: ::::. :::.: :::::: ::::: :::: ::.: :::::. :::::: :::=: ~=:· :::: :::::: ~:::: :.::: 
Bradypnea 1 

Treatment Study day /recovery 

PARAMETER SCORE 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 

..... ~!!2!!~L~~ ...................... 1.:~ ..... --· ..... ..... ..... ...... ...... ...... ...... ...... '""' ...... ....... ...... ...... ...... ..... ...... .. .... '""' .......... .. 
Salivation 1-3 ............... ~-........................................... --- ...... --· ...... ...... ...... ...... ...... ...... ...... ..... ....... ...... ...... ...... ....... ...... ...... ..... ...... .. .. .. 
Hunched posture 1 

..... t!Y.E~~!:'::!.~~!Y .................... !:~ ..... ·-- ....... ...... .. ................... - ...... ..... ...... ...... .. .......... _.... ....... ..... ..... ...... ...... ·-·- .. -. 
Somnolence 1-3 

... }?.Y.~P.!.!:.~ ............................... 1.. ...... -·- ....... ;,.... ...... ...... ...... ...... ...... ...... ...... ...... .. ...... ~.. ..... ...... ...... ...... ...... ...... ...... .. .. .. 
Tachypnea 1 ..... s;a:d';.-p·~;;a.·-........................ 1...... ...... ...... ...... ...... ...... ...... ...... ...... ..... ...... ...... ....... ...... ...... ·-··· ............ ·--· ....... ...... .. ... 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
MIS= Miscellaneous 

1.. .. ..1 = No abnormal findings noted 

n = Severity of findings 

P = Pretest examination (during acclimatization) 
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Sanitized Version 

PROJECT851 

WEEKLY OUTSIDE CAGE OBSERVATIONS, INDIVIDUAL DATA 

PRETEST 

GROUP 1 (CONTROL) 

MALES FEMALES 

FlNDINGS I ANIMAL NO SCORE 1 2 3 4 5 6 7 8 9 10 31 32 33 34 35 36 37 38 39 40 

APP .... ~H~?.~-~~~~.?1! ............ - ........ !:~--- ..... ...... ··~· ................................. ,.. .. ··- ...... ...... ...... . ........................ ·-- .... - .... .. 
Salivation 1·3 

··-ti-~n~lle<f'Posiiire···- ··---·:r-······ ...... ...... ...... ...... ....... ...... ...... .. .... -··· ...... ..... ...... ...... -·- ..... .. ..... ·-- ...... .. .......... 
MOT Ataxia 1-3 

~ ........ -.................................... ---····--.. ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... .. ...................................... -- ........... . 
Tremor/twitching 1-3 ........................................................ .. 

·-·?;(;;iraii~n ...... " ................... 1 ......... -··· ...... ...... ...... ...... ...... ...... ..... . ..... ·--

:::~~~~:~i:::::::::~::::: :::::::I:::::: :::: ::::: ~::::: :::: ::::. :::: :::: ::::: ::::: ::: ::: :::: ::::: ::::: :::. :::::: :::: ::::: ::::: ::::::: 
Spasm 1-3 

BEH :::~:~~k~~~1i:::::~~:::: :::::~~~::: ;::::: :::~ ::: .:::. ::::: ::: :::: ~=: ::~ ::::~ ~::: ::: :::: ~:::: ::::: :::: :::::: ::::~ ::::: :::: 
Sedation 1-3 

:=~~~~~~=== ~~3~:: : :~~ ::: :: ::: = ::: : ::::: = = :: ~~= :: :::: :: :: 
· Vocalization 1-3 

RES ::::i~~i~~=::::::::~~=: .::::J::::: :::: ::::: ::::: ::::: ~= :::· :::: :::~ :::· :::: .. :::· ::::: ::::: :::: ·::::: :::·~=:~ ::: :::::: .:::: 
Bradypnea 1 

REF ... !?J.i.~~~ ....................................... !........ ...... ...... ...... ...... ....... ...... ...... ...... ...... ..... .. ............... -· ...... ...... ..... .. .............. . 
Pinna 1 

~f~·~~±~ :~ ~~~ ~= ~~~~ ~~ ~~~ ~ ~·~~~ ~ ~~~~~~ ~: ~·~ 
Startle I hearing 1 · 

MIS Lacrimation 1-3 

~~i~=== =:~;~=-~ = ::== ::: ::.~: ::= =~: == = = ~=:: :: = :: = : = :: :::: : .... ~1~?.~!~ .............. ~ ..................... 1 .......... _... ..... ...... .. ........... ~..... ...... ...... ...... ....... __ . ..... ...... ...... .. ......................... ~..... . ... 
Exophthalmos 1 ... R'ea:·muscleiOiie.... . ...... :r:3..... --· .............. ._. ...... ..... ...... ...... ...... ..... --· ..... . ..... -··- -·-· ·--- ... - ................ .. 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
REF = Reflexes 
MIS = Miscellaneous 

L.J = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

WEEKLY OUTSIDE CAGE OBSERVATIONS, INDIVIDUAL DATA 

PRETEST 

GROUP 2 (LOW DOSE) GROUP 3 (MID DOSE) 

MALES FEMALES MAlES FEMAlES 

FINDINGS I ANIMAL NO SCORE 11 12 13 14 15 41 42 43 44 45 16 17 18 19 20 46 47 48 49 50 
APP PRoerection 1-3 · 

::§~!§~r.:::::::::::::::::: ::::::1:=~~:::~ .::: ~~::: :::::: :::: ::::: .::: ::::: :::: ::. :::::~ :::: :::: ::::: === .::~~ :::: :::: :::: ::::: :::::· Hunched posture 1 

BEH oho~,Y.~!.~.C~~!'~""'"'"'" .,.,.,,1.:~''"" ,.,, .. """ "''" ~"'"i-•oo• '""' '~"" """ "'~' -- --- """ "'"' """ "''" _,. """ '""' "'" ""' Somnolence 1·3 .... seaBrfoii·--··--............. . ...... 1:3 .......................................... ~--.... -··- ·--· ·-- .... ...... . ........... ·--- ·-· ...... .. ............... .. 

~:~~~:= ::tr: : :: ::::-=== = :: :: :: ::: .:: :: :::: ==- :~ :: = = :: = Vocallzatlon 1-3 

RES :::t~~E~~~ .. ~:::::::::::::: ::::3:::::: ::~: ·::::: ·::::: ~::::: ·::: ·:::~ :::· ~= ::::: ::: ~::: :::::: ::::· ::: ::· :=~- ::: ::::: ~::: ::::: 
Bradypnea 1 

REF 

MIS 

Btink 1 
·-piii".ia""'""''"''"'''"""''" ""'''"'1"""'" .............................. ~- ..... ..... ..... ..... ....... ...... ..... --· ..... ...... ...... .. ............. .. 

:_~~~~b~~i :::E: :: : :: :: : : ::: ::: ::· :: ~~ ~:: :: ::: :::_ ~: :· ::: =: :_ 
.Y.~t'!.r.~~ .. C?.~~""'-~" """"""1"'""" oooooo ooooo f'ooooo "'"' ooooo "'" "'" ooO.oo oooooo ooooo '"" """ """" '""' "''" .,,._ •••oo• ''"" """ ,...., Startle./ hearing 1 . 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES= Respiration 
REF = Reflexes 
MIS= Miscellaneous 

L..J = No abnormal findings noted 

n = Severity of findings 
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WEEKLY OUTSIDE CAGE OBSERVATIONS, INDIVIDUAL DATA 

PRETEST 

GROUP 4 (HIGH DOSE} 

MALES FEMALES 

FINDINGS !ANIMAL NO SCORE 21 22 23 24 25 26 27 28 29 30 51 52 53 54 55 56 57 58 59 60 
APP PUoerection 1-3 

::]~1~~~~~:~==:==~:::::::: ::::::~=~==: .::::: :::: :::: ~==: ·== :::~~ ·::: :::: ::=· :::: ::: ·::: ~~=· ::::: ·~:::: ~::::· ::: ·::: ~::· :::: 
Hunched_posture 1 

MOT Ataxia 1-3 .... fremoriiWiicilfn9······ -·--1::r-· ....... ~ ...... ...... ...... ..... -··~ ..... ...... ...... ...... -··· ...... ...... ...... ...... ...... ...... -··· --· ...... 

~~~:::::: :::.E: ::: ::: :: :=::: :: :: := :: ~:: :: :: :: ::: :::::: :: :::: :: :: 
Spasm 1-3 

BEH .... ~Y.P..~!~.'?.!!~!!Y. ..................... ~~...... ...... ...... ...... ....... ....... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... ...... . ......... .. 
Somnolence 1w3 .... s~CiaiJoil--···· .................... 1::r··- ...... ...... ....... ....... ........ ....... ...... .. .......... --· ...... ...... ...... ···- -·- ............ ···-· ........... . 

·-·rr;c-:-e-;cJ)T~raWa·n·........ .. ..... 1:3...... .. .. ~ ...... .. ....................... ··-· ...... ...... --· .. "'.. . .......... --- ................................... .. 

~:::f.£~C'Q~~~~!~Y.:::::: ::::::E?.:::~~ ::: ~~= .:~::: ··::: ::::. :::~ :::: ~~::~ :::: ::: :::::· :::: ::::: :~~~ :::: :::: :::: ~~~ ::~:· ::::: 
Vocalization 1-3 

RES :::~~~g~~~~~::::::::::::::: ::::::::1::: ::::: :::· ~::::: :::: ·:::: ::::: ::::: .::::: ~:= ·:::: :~= .::: ::: ~::: =~~: ==~· :::::: ::::: :::: ~::::: 
Bradypnea 1 

REF Blink 1 --P'ini1a .......... ~ ....................... -.1 ................. ~ ......................... ·-·- ...................... ·-··· ...... --·· ... ~ ................ ···-· .. " ...... .. 

~:E!~I~li~E~~~::::~~ :::::3:~-~: :::: ~::::: ::::: ::::: ·:= :::~: :::: ::: ::::: ::: ::::: :::: :::: :::: :::::: ::::· :~:: ::. :::. ::: 
Push-off (hind legs) 1 ··-i>ainre5Ponse........... .. ....... 1 .......... _. ...... ..... -- ..... ...... .. .... ··-- ... ~. ..... ...... ...... ...... ...... ...... ...... . .................... .. 

..... 8tartie7liearin9 ................. 1......... ...... .. .......... ·-- ..... -··- ---- ·-·- ·--· ..... ~--.... .. ................... k ........ ·-·- ................. . 

MIS ::~~~~::: ::±:: :: ::: :: ::: ·:: = :: = :: = = = :: ::: :::: = :: ;~~ :: 
.... ~!2~1! ....................... -.. _ ....... J......... ...... ..... ...... ...... ..... ...... ...... ...... ...... ...... ·--· ...... ...... ...... ....... ...... . .... ~ ................ .. 

Exophthalmos 1 ... Ffec["mlisCiatooe ............ r.:s_.... ...... .... ...... ...... ...... ...... ...... ...... ...... ...... ·-- ...... ...... ...... ...... ...... . ............. " ....... . 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
REF ;:; Reflexes 
MIS = Miscellaneous 

r-... , = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

WEEKLY OUTSIDE CAGE OBSERVATIONS, INDIVIDUAL DATA 

WEEK1 

GROUP 1 {CONTROL) 

MALES FEMALES 

FINDINGS/ ANIMAL NO SCORE 1 2 3 4. 5 6 7 8 9 10 31 32 33 34 35 36 ·37 38 39 40 

APP ... .f.J!'?.~.!~!!~ ........................ t:~ ............ -·- .................. ··-- ....................................................... ····~ ...... ·-· ......... .. 
Salivation 1-3 .... ;:~iuiicilecr;;c;·51ure ..... ··--:r···-.. -···· ...... ······ ....... ·-- ...... -··· ····- --· ---· ........... -··· .......................................... . 

MOT .... ~~~!~ ................................. J.:~ ... "" ........................................ ·- ~-··· ................................................................ . 
.... !!:!:!!!2t~!~!:!~~!i! ...... r ...... J.:~ ...... ~ ........................ '"'.. ...... ...... ...... ....... ...... ""u ...... ...... ...... .. .... _,, ...... ...... .. ........ .. 

Prostration 1 -

~:~:2E~I~Y.~:::::::::~~:::: :::::1::::::: ~~: :::: ~~~ ·::. ::: ::::: .:::: ::::: ~:::: ::: ::~ ::: ::::: ::: ·:::· ·:: :: :::: :::: :::::. 
Spasm 1-3 · 

RES ::1~§.~;,~~:::::::::~~ ~===f.~::: :::~~ ::: ~::: ::: ·::::~ ·:::~ .::~ ::::: ::: .::::: :::: .. ·:::: ~-: ::: ::~ :::: :::: :::: :::::: ::: 
Bradypnea 1 

REF ... ~;~8 ............................. ··---{--:..... ...... ..... ...... ....... ...... . ....... _. .. .... "'"" ...... ..... ...... ...... ...... ..... ...... .. ......... ; .......... . 

1~~~ :::E: :· ::: :::.::~ :: :=: :: .::·:: :=::: ~::· ::: ~~~= 
.... !:.~!~ .. ~~P .. '?~::?~ .......... ......... 1.......... .. ............... """ ...... ...... -· .. """ ...... ..... .. .... -- ...... ...... ...... ...... ...... . ................ . 

Startle I hearing 1 
MIS Lacrimation 1-3 

:~g~~= ::~:f: ~::: ::~ ==~ ::::: ~~ = ::: ~= ~= = :: :: = :: = ~:: = ~: 
.... !':1!!?.~!::? .. """"""""""'"' ............. t ......................... -···· ..... ...... ..... ...... ...... '"" ..... ...... ...... . ............ !--- ...... ..... .. ....... .. 

Exophthalmos 1 .... R'eC.Cm'liSCiE;l"tone ........... :r:3 ................................... --- .................................................................. '""" .......... .. 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
REF = Reflexes 
MfS = Miscellaneous 

L. .. .J = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

WEEKLY OUTSIDE CAGE OBSERVATIONS, INDIVIDUAL DATA 

WEEK1 

GROUP 2 (LOW DOSE) GROUP 3 (MID DOSE) 

MALES FEMALES MALES FEMALES 

FINDINGS I ANIMAL NO SCORE 11 12 13 14 15 41 42 43 44 45 16 17 18 19 20 46 47 48 49 50 

APP Piloerection 1-3 ..... saiiiiaiion""·· .. ····---··· ·-····;·:3...... .. .......... -· r-..... ··-·· ···- ·-··· ...... ...... ..... --~ ...... ...... ...... ...... -·- ...... • ............... . 
.. _Hunciie<fpa.sii:ii-e--- ......... 1......... ...... ...... ...... ...... ...... ...... ...... . ................. --.. ...... ...... ...... ...... ··-· ............ ······ .... .. 

MOT Ataxia 1-3 ... "Tremoi-itWi¥Ciiiii9···- ....... T:3_... ...... .,.. ............... -·- ..... ······ ...... ,. ..... -· ··-· ...... ······ ...... ·- ...... ....... .. .............. .. 
.... p;c;S(;."Stfoii................... .. ....... r .. ·--· ...... ...... ...... ...... ...... ...... ...... .. .. ~ ...... ...... .. ..... ·-·- ...... ·-:_" ..... ..... .. ..................... .. 
.... c.iieiin9 .................................... 1 .. -···· ··~· -·-· ...... ...... ...... ...... --· ............ ····· ...... ...... ...... ...... ·-· ............................ .. 
.... spasm ................................. 1:3·--· ...... .. .... ·-- --- ............ ··-·· ...... ...... ..... .. .... ·-·- ..... ...... ..... . ......... - ·-·· ......... . 

BEH .... t!YJ?:.f.!'!~!!!Y. ...................... !.:~ ............ _, ........ r-~... ...... .. ...... _, ...... ...... ..... ..._ ...... ...... ...... ...... .. .......................... .. 
Somnolence 1-3 .... sea·iiii'an...................... .. ...... ,.~3...... ..__ ...... ...... .. .... ·--.. ...... ....... ...... ...... ..... ..... ...... ...... ...... ...... ..... ...... ...... ·~ ......... .. 

=~~~i=::: ==~= :: =-~: =-~: ~= =~ = ::: =: == == -:~:: ::: = ::. =~ ::: :=. ::: :: =~ Vocalization 1-3 
RES Dyspnea 1 · 

:r~£li'Y~P.~~:::::::::::: ::::::~~I::: ·:: ::::· :::: ::~ ·:: .::: :::: ::~: :::: :~:.· ·:::~ :::: ::~: :::: :::: ::: .. :=::: ::~~: :::· :::: 
Bradypnea 1 

MlS Lacrimation 1-3 

:~i~~~::: :::E:. :: :: ~:: -::::: -: ::~ :: ::::.: := :: ::: :: ·::: :::: :: ::: :: 
Miosis 1 '"'EX'ophihaimos'"'""'"" "'"'""1""'"" ...... r""' ...... ..... ...... ...... ...... ...... ...... ..... ...- ...... ...... --· ...... ·-·~ ...... ...... • ......... . 

""R'e(f'muscie"fo'ile"" """"f::r-·.. .. ... r""' ...... ...... ...... ....... ...... ...... ..... ...... ...... ...... ...... .. .... --- .................. r ......... . 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
REF = Reflexes 
MIS = Miscellaneous 

L...J = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

WEEKLY OUTSIDE CAGE OBSERVATIONS, INDIVIDUAL DATA 

WEEK1 

GROUP 4 (HIGH DOSE) 

MALES FEMALES 

ANDINGS I ANIMAL NO SCORE 21 22 23 24 25 26 27 28 29 30 51 52 53 54 55 56 57 58 59 60 

APP Piloerection 1-3 

::~~~~~~:::::::::::::: :::::Ef.:::: :::: :::~ ::::: :::::: :::::: :::::: :::: :::: ::: ~:: :::: ::::: :::: :::::: ·:: ::::: ::::: :::: :::::: :::: 
Hunched posture 1 

MOT Ataxia 1-3 

~~:Y.f.~§~E~l~~~I~~:~:: :::::::1::~::: :: ::: ::::: ·::::: ::::~ :~:: ::: =~~ :::::: ::::: ::: ::~ :~~: ::::: ::::: ~:::: :::: ::::: ~:::: :: 
Prostration 1 

::::9.!~I~Y.:::::::::::::::::::: :::::::I::::~ ::: ::: ::::: .:::::: :::: ::::: :::: :::: :::: ~:::: ·:::: :::: ::::: :::: ·:::: :::. :::::: ::::: ::: :::: 
Spasm 1-3 

RES Dyspnea 1 

::::!.~~1~6~~::::::::::::::::: :::::!:::: ::::: ::::: .::: :~~ ~:::· :::: :::: ::::: :::: _:: ~~:: ::: ::: :::::: :::::: ::::: ::::: = :::: ::::: 
Bradypnea 1 

REF .... §~}.'2~ ................ - ............ -~-·-! ........ -·· ......... _ r---................................................. " ......................... -·-· ................ . 
Pinna 1 

-~-............................. '" ........ --------·· ..... ...... ...... ....... ...... ...... ...... ...... ....... ..... .... ...... """ ..... .. .................... ~ ............ . 
.... ~.~!!:!!~.!i.~.htr.~.~~ ...... ~ ......... 1 ............... _ ............. ._ -..... ...... ...... . ........... -·- ~---· .................. ~--........... -- ..... --- --

::~~~:~~~R~~~~==:: ::::f::~:· :~:: ::· ::::: :::: ::::: :::: :::~: ~::: ::::: .:: .::: :::: :~~~ :::: :~:: ::::: :::: ::: ::: :::: 
Startle J hearing 1 · · 

MIS Lacrimation 1-3 

::~~§!?.~~~~~!~=~~=:: :::::::!:::::~ ·==~ ==· ::::: :::::: ::::: :::::: :::::: :::::: ::::. ::: .::~:· :::::: :::: :::: .. :::::: :::::: ::: :::: ~:: .:::: 
Mydriasis 1 

:::=~~j§:::::::::::~~:=: ::::::I:::::: ::: :::::: ::::: ·::: ::::: :::::: ::::: ::::: ::::: ::: ·::~: ::::: :::::: :::: ::::: :::: ==~ :::: ::~~: :::: 
Exophthalmos 1 

·-~Red':·muscre·tone.... .. ..... :r.::r .. -· -· ...... .. .... ··-- ....... ...... ...... ...... . ..... --· -·-- ...... ...... ..... ....... ...... .. ..................... . 

Abbreviations: 

APP =Appearance 
MOT=Motor 
BEH = Behavioral 
RES = Respiration 
REF = Reflexes 
MIS = Miscellaneous 

["'"'! = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

WEEKLY OUTSIDE CAGE OBSERVATIONS, INDIVIDUAL DATA 

WEEK2 

GROUP 1 (CONTROL) 

MALES FEMALES 

FINDINGS I ANIMAL NO SCORE 1 2 3 4 5 6 7 8 9 10 31 32 33 34 35 36 37 38 39 40 

APP .... f.~£~~~~.2!! ................ ··--·1.:~ .. -.. ...... ...... . ....................... ··-- ...... ...... ....... ..... ...... .. ... "".. ...... ...... ..... .. ............... .. 
Salivation 1-3 .... H'unctieci'Po.siure..... . ........ 1......... ..... ...... ...... ...... ...... ... ............... ···~· ...... ...... ...... --- ...... ·--- ...... ..... ...... . ........ .. 

MOT .... ~~~!_a ____ .......................... 1.:~...... ..... ...... ...... __ ...... .. .......... ~.... ...... .... . ........... -- ...... ...... ...... ...... ...... ...... .. .. 
Tremor/twitching 1-3 

:i~~:::::: ~~E: : ::~;: :: _::: ::: ~~:: ::: :: ~:: :::: :: :~: .:::: :::: :: :: ~:: 
Spasm . 1-3 

BEH ___ lj.Y.P._c:_~£!!~~ ..................... 1.:.~...... ..... .. ... ~.... ...... ....... ....... ...... ...... ...... ...... . ................. 4 ,.,., ................ _ ,_ ............ . 

Somnolence 1-3 --sed'aiioii...................... ····-·1:3-··· ..... ..... '""-·- ·-... ...... ...... ...... ...... ...... ...... ..... ...... --· ...... ...... ...... . ..... ·-.. .. .... :" ..... 

~~J~~= 3~E : ::: :~ :: :::~:: ~:: :: ::::: : ~~ :~ ::: :=: ::~ :: :: :::: 
Vocalization 1·3 

RES ::1~~~2.~:::-~:::: ·=~-~J::::. ·:: ::::: ~::::: ::::: .::: ::: :~::: :~~: :::: ~= ::· ::::: :::: :::: :::::: :::~ :::: :::::: ::::: ~:::: 
Bradypnea 1 

REF BUnk 1 

~~i~=~~;~~ ~: ~ ~~~~~~~~ ~~ ~: ~~~ ~~ ~:~ ~ ~ :~~~ ~~ ~ ~ ~ 
Patn response 1 .... siartiei"ileariii9' .... " ·-.. -~ .. r........ ..... ...... ...... ...... ..... ······ ·-·-- ~··· -··· ··-- ···-· ...... ······ ...... ...... ...... ...... ······ -.... .. .... 

Abbreviations: 

APP = Appearance 
MOT=Motor 
BEH = Behavioral 
RES = Respiration 
REF = Reflexes 
MIS= Miscellaneous 

[""'f = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

WEEKLY OUTSIDE CAGE OBSERVATIONS, INDIVIDUAL DATA 

WEEK2 

GROUP 2 (LOW DOSE) GROUP 3 (MID DOSE) 

MALES FEMALES MALES FEMALES 

FINDINGS I ANIMAL NO SCORE 11 12 13 14 15 41 42 43 44 45 16 17 18 19 20 46 47 48 49 50 

APP Piloerection 1-3 ..... saii\iaiiaii .................... ~ ....... :r:·3..... ..... ..... ·-·-~-.... - ······ ...... ··-·· ·-- ...... ...... ..... ...... ...... ..._. ..... ..... ...... ...... • ..... -·-
... Huncile·c:rpo-siliie .............. 1........ . .......... ···M· ...... ...... ...... ...... ...... ...... ...... ..... ...... ...... ..... ·-·- ~-.... ...... ..... .. ..... _. 

MOT Ataxia 1·3 . 

~]~~~~iiZ§!~~I~~i:::~ ~=::I~:~:: :=: ::::: =~ ::::: :::: ::: :::· ::::: :::: ::::: ::~ ·:: :::: :::: ~::: :::: :::::: :::= ::::: ~:::: 
Prostration - 1 '""cTrc'iiil9""""'""'" ................... :r·-·-· ............................ ·--~ ......................................... r ........................................ . 

.... s'Pas-m .......................... ·--~r::r--· .... .... .. .... --- ..... ...... ...... ...... ...... ..... .. .... ·--· ...... "'..... ..... ..... ...... . ........ - ... .. 
BEH .... ~.Y.P-e!~£!!~!~.............. .. .... 1:~....... . .... _,., ..... ...- ..................... " ...... --· ..... ...... ...... ....... ...... ..... ...... . ........... r--... 

Somnolence 1-3 ..... seCiati'On.................... ... .... :r::r··-· ...... u... . ....... "~ ••• ..... ...... ...... .. .......... --· ...... ...... ..... • ..... ·--.. ·--· ...... ..... • .... · 

=)~£~~~P.):<J§!~~!.i-~==:~ ·:~::r.~==:· .:::: ::::: ::::~ ::::: .::: :::: :::: ::::: ::: ::: ::: :::: ~==: ::::: :::: :::::· ::::: ::::: ::::. r-::::. 
Red. grooming 1·3 · 

--v~cau"Zaiic>il_ ................... 1:3 ............ ·-·· ............ -·- ...... ...... ...... ...... ··~ ..... ...... ..... ..... -·-· ...... ...... ...... ..... . .... . 

RES :::f~;.~~ii:::::=~~=: :=~~:l::~ ::::: ::~ ~~~ ~:::: ·::: :::: ::::: ::::: ~~= ~=~ :: ::: :::: ::::: ~:::: ::~~- :::: ::::: ~:::: ::::· 
Bradypnea 1 

MIS Lacrimation 1-3 ........ ___ ............................. .................... ..... ..... ...... .. .... -·-· ..... ...... -·· ...... ~.... ..... ....... ...... ...... ·- ............................. .. 
Umbs cyanotic 1 . 

::Mi~a~~~::::::::::::::: :::::::I:::: ~~: ::::. ~:: .::::: :::: ·:: :::: ::. :::: ~~: ·:::: :::: :::::: :::::: ~:::: .=: ·:· :::: :~~ ::::. 
Miosis 1 ... _exoi>ilt'haimO"S .................... :r....... ...... ...... ...... ...... ...... . .. _ ...... ...... ...... ..... ---· ...... ·-.. ...... ..... ..... --~ ...... --· .... .. 

""'Recf'mus'Cie"fo·ne-.. ·· .... '"1:3 .................. ·-.. ~---.. --- ··-.. ....... ..... ...... ...... ...... ...... ...... ...... ..... ..... .. ... ~ ....... _ ..... .. 

Abbreviations: 

APP =Appearance 
MOT:; Motor 
BEH = Behavioral 
RES = Respiration 
REF = Reflexes 
MIS= Miscellaneous 

-- ---~== 

[] = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

WEEKLY OUTSIDE CAGE OBSERVATIONS, INDIVIDUAL DATA 

WEEK2 

GROUP 4 (HIGH DOSE} 

MALES FEMALES 
FINDINGS I ANIMAL NO SCORE 21 22 23 24 25 26 27 28 29 30 51 52 53 54 55 56 57 58 59 60 

APP Piloerection 1-3 .... saiivaifon·-··-····m·· ............ 1:-3 ...... ·-··· -·-· ................... _... ...... ....... ...... ..... ...... -·- --· ..................................... ,.. ... . 
..... H.uncile'Ci'posiliie'-· ......... 1......... ..... ...... ...... ...... ....... ...... ...... .. ... r-·-· ..... ....... ...... .. ............................. --· .......... .. 

MOT ... A~~~-~~ ............................ ....... 1:.~; ..... t-~· ...... ...... .. .... -·- ..... ...... ...... ...... ..... ...... ...... ...... ...... ...... ...... ..... .... . .......... . 
Tremor/twitching 1-3 

I~~~::::::: :::1::: :: ::.: :: ::::::: :: :::: : :: :: ~: :: ::::::: :: ::: ::. 
Spasm 1-3 

BEH .... ~.Y~f.~~l~.i!Y. .............. ....... 1~ ...... ................. --- ........................................................................................ ... 
Somnolence 1-3 

::~lf:~~ai~: ~ii~; ::: ~ ~~ ~~ .~ ~~· ~~~ ~ ~~~~ ~ :~ :~~; ~: ~i:~ ~ ~ ~~ :~ 
Vocalization 1-3 

RES :::}~~~~~~~=:::::::: ·:::::t::::::: ::: ::::: ::~:. :::: :::: ::::: :::::: ::::: :::: ·~~= :::: ~-= :::::: ::::: ~:::: :::· ·::: :::::: :~~: ~::::. 
Bradypnea 1 

MIS lacrimation 1·3 

::~~~~::~: ::::t:: ::: = == ~: =· = = :: :::. : :: ::: ~:.: :: = :: ::~ :: .:: : 
Miosis 1 

:::~~P.~!§.§.~~==:::::: ::::::r:::::::: ::: ::::: ::::: :::: ~=: ::: :::: :::: :::::: .::: :::: :::::· :::::: ::::: :::: .::::: :::. :::: ::::: ·::: 
Red. muscle tone 1-3 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
REF = Reflexes 
MIS = Miscellaneous 

r-.. 1 = No abnormal findings. noted 

n = Severity of findings 
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Sanitized Version 

WEEKLY OUTSIDE CAGE OBSERVATIONS, INDIVIDUAL DATA 

WEEK3 

GROUP 1 (CONTROL) 

MALES FEMALES 

FINDINGS I ANIMAL NO SCORE 1 2 3 4 5 6 7 8 9 10 31 32 33 34 35 36 37 38 39 40 

APP ft.J:~l.?-~~~~!i~~·····-·-··-- ...... J.:~..... -- ......................... -·-· ...... ...... ...... ..... ·-- ...... ...... ..... ... ............................... .. 
Salivation 1-3 ..... H'Liiicile'diosiure·-- ......... 1......... .. ... ·--· ................... --· ...... .. ......... --· -·-· ..... ·-· ..................... ·-·· ................ .. 

MOT .... ~!~~~ ................................... J.:~ ... - ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... ...... ..... ...... ··-·· ...... ...... ...... . .............. .. 
Tremor/tWitChing 1-3 .. ~.F>rosii=aifon.................. . ........ 1_....... ...... --- ...... ...... .. .... -- ...... ...... ...... ...... ...... -·- ·-··· ...... .. .............................. _. 

:::9E~J.0.:~::::::::~:::::::::=:: :::::::::~:::::~~ :::: ::::: ::::· ::::: ·:::= ::::: ==: :::: :::::: ==~· :::::: :::: :::::: ::= :::::: ::~~:: ::::: ::::: ::::: -=: 
Spasm 1~3 

BEH i"-·t!Y.P.~~9,!~!Y. .............. ....... 1:~....... ...... ..... .. .............. _ ........... w ~··-· ...... ..... ~'-"" ..... ..... ''"" ...... ....... ...... ...... ..... • ... .. 

Somnolence 1 ~3 
oh"se'dation'MooooOOOO+OOOOOOOOOO moon:r.:3"'" ...... UOOO~ ~"""' ...... oOOOOH OoOH '""' ...... """ '"'' i-"~ oOOOoo """ oO+HO ............. OOM .. OOOOOO ~HOOO ..... . 

::!f:ei.~~:=== ::r~:= ~~ ~:: ::: ::. .:: = :: ~= ::: :: :: :: ::: :::.:: ::· :~~ ::.: ::: :~ 
Vocalization 1-3 

RES .... QY.~E..'!~~ ............................... 1......... ...... ...... ...... ..... ....... ...... ...... ...... ...... ...... ..... ...... ...... ...... ...... ..... ...... ..... . ......... .. 
.... !.~~~Y.f?.~':.~ ....... - .................. ~......... ...... ...... ...... .. .... ·--- --· ...... ...... ..... ..... .... .. ................ --· .................. ·-·- ...... . 

Bradypnea 1 

MIS Lacrimation 1·3 

=~~b~~==~ :::E~ : :: :: ~: := ::: ::: :: :~:: :::: ::: ~: ::::: :: :: :: ~~~ 
Miosis 1 ........................................... .................... ...... ...... ...... ...... ...... ...... ...... ...... ..... ..... ...... ..... ...... ...... .. ............................ ·--

·-·t~:~~~<!fone"- ........ -r~3 ................................................................ ~ .......................................................... .. 

Abbreviations: 

APP =Appearance 
MOT= Motor 
BEH = Behaviorat 
RES = Respiration 
REF= Reflexes 
MIS = Miscellaneous 

L..J = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

WEEKLY OUTSIDE CAGE OBSERVATIONS, INDIVIDUAL DATA 

WEEK3 

GROUP 2 (LOW DOSE) GROUP 3 (MID DOSE) 

MALES FEMALES MALES . FEMALES 

FINDINGS I ANIMAL NO SCORE 11 12 13 14 15 41 42 43 44 45 16 17 18 19 20 46 47 48 49 50 
APP Piloerection 1-3 

--saiivaiion-····~--········~ ---···r::r·-- ·-·· ··-·· ...... ...... ····· ...... ···- ...... ·-- ····· ...... ...... ·-··· -···· ...... ··-- ··-- ······ ...... . ... .. 
''''f.r~nctieci"'P<)siliie"''' ......... 1......... ..... ...... ...... ...... oom ·-- ............ ····- ..... ...... ...... ...... ...... ..... ···- -·- ............... .. 

MOT .... 8-~.~···----···"'"''" ....... 1.:.~...... ..... .. .......... --· ..... ..._. . ..... t---· ...... ..... .. .......... ~ ···••· ...... ..... ..... . ..................... . 
Tremor/twitching 1~3 · ..... Prosiation ................. ··-····-r .................... ·""··I--·· ........................ h ............... r .. ·- ·•···· ............ -- ...... -·-· ............ . 

:9!~~~=::::::::::::::: ::::::::;:::::::: :::: :::. :::: ::~~ :: :::· ::: ::: :::~ :::: ~::: ~::: :::::: ::::: :::: :::: ::::: ::: ::::: ~::: 
S_pasm 1-3 

RES :::1;.;.;1~~~==::::::: ::::::}::~~= ::::: == ~:::: :::: :::::~ ::: ::: ::::: ~~:: ::~ :::: :~~: :::: :::: :::~ :: .::::: ::::: ::::: ::: 
Bradypnea 1 

MIS Lacrimation 1-3 

:J~~~== :~~::r~= :::: :: = = :: ~~~= = :: ~= == ::: ::: = :: = ::: ~::: :::: 
MIOSIS 1 

:::~~~P.&!'fi~i!!!~!~~::: ·:::::I:::::: :::: :::: ::::· ::::: =~ :::: ::::: ::::: :::: ::: ::: ::: ::: ::: ~:::: :::: ::::: ::::: ~:: ::· 
Red. muscle tone 1·3 

Abbreviations: 

APP =Appearance 
MOT:;; Motor 
BEH = Behavioral 
RES =.Respiration 
REF = Reflexes 
MIS = Miscellaneous 

L.J = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

WEEKLY OUTSIDE CAGE OBSERVATIONS, INDIVIDUAL DATA 

WEEK3 

GROUP 4 (HIGH DOSE) 

MALES FEMALES 

FINDINGS I ANIMAL NO SCORE 21 22 23 24 25 26 27 28 29 30 51 52 53 54 55 56 57 58 59 60 
APP Piloerection 1-3 + 

::~§~!!~!~£~:::::::~::::~-~: ::::f~~== == :::::: ~=:: ::::: =~~- :::: ::: ~~:: ::: :::::. ~!.: :::: ::::: ::::: ::::: ·::::. :::: ~ .. : :::: :::::· 
Hunched posture . 1 + 

MOT Ataxia 1-3 + 

~~:!!.§~f!.~!ili~~-=:: ::::::i:~== :::: :::::. :::::: ::::· :::: ~=~ .::::: :::::: ::::· :::: .:~:· ::: ::::: ::::: ::::: :::::: :::: :::: :::::: :::::: 
Prostration -1 + 

~=2(~11~~::::::::::::::::: =-~::::I::: :::::· ::::: :::· :::: ~~:: ::::: ::::: ::::: :::: ·:::: :f ::: :::: :::: :::: :::::: :::: ::: :::: ~~::: 
SQasm 1-3 + 

BEH Hyperactivity 1-3 + .. ._s'Oiiinoienoo_............ -·-··.;~·- ····- ...... .. .......... -··· ...... ...... ...... ·-·· ···- .. + ...... ·-··· ......................................... .. 
.... s;d"ai'iori ...................... _ .... .,.:s ...... ·-·· ...... --· ··-· -·- ...... ~ ........... ·-·· ...... ·-.;· ...................................................... . 

~~~~~= :~E :: := :: :: :~ ::·::: :~ ::.:: ~:::: :: :::::::: := :: :: ::: 
VocallzaUon 1-3 + 

RES ___ '?.EE!:'~~----~ .. -· .. -- .: ........ 1......... -- ..... ~ ···-· ""'" ...... ...... ...... ...... ...... ..... ...:. --~.. -··· --·· .................. --·- --·· ..... . 
.... !!l;!l.¥.P..~-------- .... _ ... ! .................. - .................. ··-- ...... ...... ...... .... ! ....... -··· ·-- ··-·· ....... ··--· ................ . 

Bradypnea 1 + 

Abbreviations: 

APP =Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
REF = Reflexes 
MIS = Miscellaneous 

r··'] = No abnormal findings noted 

n = Severity of findings 

+ = Animal dead 
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Sanitized Version 

WEEKLY OUTSIDE CAGE OBSERVATIONS, INDIVIDUAL DATA 

WEEK4 

GROUP 1 (CONTROL) 

MALES FEMALES 

FINDINGS I ANIMAL NO SCORE 1 2 3 4 5 6 7 8 9 10 31 32 33 34 35 36 37 38 39 40 

APP Piloerection 1-3 ·-sai!Vafioii""................ . ....... 1":3...... • ..... -- ..... ...... ....... ...... ...... ..... _.. '"·· ~-·- ............ ~--····· .... _ ....... ·-- ............ ~-- ... .. 
.... Hlincii'e<i'i>os1lire ............... 1 ..................... ···-· ............. ··- ...... ...... ....... .... .. ... ··- ...... ~..... ...... ...... .. ................... .. 

MOT Ataxia 1-3 

:::r~!~or~l@:li!jS:::::: :::::II:::: ·::: ::~~ ~~=: ::::: :::::: :::: :::::: :::::: ::: ::::: ·::~ ::: :::: :::: =~~- ::: :::: :::::: ::::: :::: 
Prostration 1 -·-·ciiCiiii9 ................................... 1 ...... " ...... ·-·· -... ...... ....... ....... ...... ...... ...... ...... ..... ..... ...... ...... ...... ...... ...... .. ................ . 

.... spijsili.......................... --···r:a·-· ........... ·-··· ............. ···- ·-·- ··-· ...... ..... ...... ...... ...... ..... ...... ...... ...... ...... ..M ........ . 

BEH ..... i:!Y.P.!!~£!.¥.!¥. .. - ................ J.:~..... ...... ...... ..... ...... ...... ...... ...... ...... ..... ...... .... ...... .. ............................ ~ ............... .. 
Somnolence 1-3 "se'dat'foii ............................... 1:3...... ···- ...... ...... ...... ...... ...... ...... ...... ..... ...... ...... -- ........... ~ '"'..... ...... ...... ...... ..... . .. .. 

·:!~:!~~~!~§!!.:::::: :::I~:::: ·:::: ::: ::::: ":::: ::::::: ::::: ::: ::: :~ .. :· ·:::: .. :: ::: :~~:: :::::: :::. ::::. ::::: ::::: :::::: :::" 
... ~~i~'iijg,~9. ................. +:~...... ...... ...... ...... ...... ...... ...... .... .. ................................... .-................................. ··-

RES :t~::::::::::~ =:~-t::: ·:::: :::: ::: ~~~: :: :::: ~.:: .: :: ~~: ::~ :: ::. .: .:. ::. ~-= ~.::: =~ ·:· 
REF Blink 1 .. -Pinna ...................................... 1'........ ...... ...... ...... .. ...................... 1--.... ...... ...... • .......... ~ ............ ·-- ...... ...... ...... ·--· ..... . 

"''"'irid'fc"ii9h'frefiex....... . ........ 1......... ...... ..... -.... .. .... -·- ...... ·-·· ..... ...... ...... ..... ...... ...... ...... ..... . .... ~o. .......... ~ ......... .. 

...................... _ ................. ~. .................... ...... ...... ...... ...... ...... ..... -- -- ...... ..... .. ..................... ~..... ....... ...... ...... . ........ ~ 

... f..':'~~t!.~!!.!9 .. ~H~ ......... J ..................... 1--.. ...... ....... .... ...... ...... ...... ..... .. ........ ~ _., ....................... ~ ...... ..... • .. .. 

.... ~~~ .. ~~.!E.C!!!~.......... . ...... ~t....... . ............................ _ ...... .. ........... _, ...... ....... ...... ..... ...... ...... ...... . ...................... . 
Startle"/ hearin_g 1 

MIS Lacrimation 1-3 . 

~~~~~~~= =:E: :: :: :: ::~: :~ ::~ :: ::: ·::: :: :: :~: ~::: _:: := :.:: :.~: :: ~~-
··~~!?.!!! ..................................... 1......... ...... ...... ...... ....... ...... ...... ..... ...... ...... .... .. ........................................................ . 
.... ~1.~~~~fone ............ r~...... ...... ..... ...... ...... ...... ...... ..... .. .......... -- ................................................... -·-

Abbreviations: 

APP = Appearance 
MOT=Motor 
BEH = Behavioral 
RES = Respiration 
REF = Reflexes 
MtS = Miscellaneous 

["""I = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

WEEKLY OUTSIDE CAGE OBSERVATIONS, INDIVIDUAL DATA 

WEEK4 

GROUP 2 (LOW DOSE) GROUP 3 (MID DOSE) 

MALES FEMALES MALES FEMALES 

FINOJNGS I ANIMAL NO SCORE 11 12 13 14 15 41 42 _43 44 45 16 17 18 19 20 46 47 48 49 50 
APP Piloerection 1-3 .... saiivaii;;ii--····-··········· ··-···1·:r-··· ·-··· ····· ····· ······ ..... ······ -.... . ........ ". --· ..... ...... ···-· ...... ...... .. ... ·-·- ............ r-.. -· 

.... Hunch-;;Ci-i:iosf~r;;;-··· ......... 1......... ..... ···- ······ ···-· -·· ..... ...... .. .... ·--· .... ..... ...... ...... ...... ..... .. ........................... . 
MOT Ataxia 1-3 

~::rf.~!!!£~~!!§5!~~=::: ::::::I~::: .::. :::: :::::: :::::· ::: ~:=~ :::: :::· :::::· :::: ~:::. :::::: ::::: ::::~: ::::. ·::: ::: :::~: :::: ·:::: 
---~!2~!!~!i~.~................... .. ....... ? ......... ,_.. ..... ...... ...... ..... ...... ...... ..... ...... ..... ...... ...... ...... ...... .... ..... ...... .. .......... 1--···· 

Circling 1 .... s'Pasm.......................... ...·-:r:3--·· ..... .. .... ····- .......... ~ ...... ...... ...... ...... ..... ....... ...... ...... .. .... --~ ... - ...... ...... ...... .. .. 
BEH .... ~.~f?.~!~~lYL~ ..................... ~.:~ ........................ -·- ..... ...... ...... ...... ...... ..... ... ............................................. _ .. .. 

Somnolence 1-3 .... sEid'atioii---~ .. ·······-- ....... T:3 ............ ·--· ...... ·- .... ·--· ;..... ....... ...... ...... ·-··· ...... ...... ...... ..... .. .......... - ............. . 
.... r;ie:~·;;;ci);t;ration ................. 1":3...... ...... ...... ...... ...... ...... ...... ...... ...... ...... -- ...... ...... ...... ·--· ...... .. ............ _. ...... .. .. . 

::::~~~;~J.~I~~::::::: ::::::I:~::::~ ::::: :::: :::: :::: ::::: :::.: ::::: ·::: == ·::. ~~= :::: ::::: ::::. :::::~ :::~ :::::: :::~ :::::: ::::: 
Vocalization 1-3 

RES :f~g§§.!f.~~:.::::::::::: ~==::::i::::: ·::::: :::: ::: :::· :: ::- :::: :::: :. ·:::: ::::: :::. ==~ :::::: :::: ::= ::::~ :::· :::::: .::: 
Bradypnea 1 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES = Respiration 
REF = Reflexes 
MIS = Mjscellaneous 

["""I = No abnormal findings noted 

n = Severity of findings 
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Sanitized Version 

WEEKLY OUTSIDE CAGE OBSERVATIONS, INDIVIDUAL DATA 

WEEK4 

GROUP 4 (HIGH DOSE) 

MALES FeMALES 

FINDINGS I ANIMAL NO . SCORe 21 22 23 24 25 26 27 28 29 30 51 52 53 54 55 56 57 58 59 60 
APP Piloerection 1~3 + .... ~raiiYa1iO'r.--···-·-··· .. ··· ·-···-1·:3······ ............ ······ ······ ·····- ······ ...... ···-· ...... ..... ·+- ·-· ...... ...... ...... -· ...... . .............. .. 

····HunCiie'Cfi)05iiJra·-·· "-·---1 ......... ······ ·--· ...... ····- ··-- ...... ··-·· ······ ·-·- ······ ·:;:· ·-- ...... ...... ...... ..... ..... ...... .. .... ··-· 
MOT Ataxia 1·3 + 

::::r.r.~~2f.~!§.l~~9.:::: ::::::t:~:::::: :::: :::: ::::: ::::: .::::. ::: ==· ::::: ::::: ::::: ~: :::::: :::= ~:= ·:::: ::::::: :::::: ::~~: ::~ :~.:· 
..... ':!~~~?.!.' ....... _ ... ,...... .. ........ !........ ...... ...... ...... ...... ....... ...... ...... ...... ...... ...... _:.. ...... ...... ...... ...... ...... ...... ...... ..... .. .... . 
.... 2!~?!~~.!1......................... ... ...... 1......... --· ...... ...... ...... ...... ...... ...... ...... ...... ....... .:!:. ...... .. ................................. ;. ........... . 

Spasm 1-3 + 

BEH ..... '::f.Y.P.~~~!!.'!.J:t.¥. ...................... ~.:~..... ...... ..... . ................................................ :!: ................................................ ~-· 
Somnolence 1-3 + ..... s.ei<fation...................... .. ...... 1:3..... . ..... ···r· ........ 1.. ··-· ...... ...... ...... .. ......... ··:;:· ...... f--.............. ·-- ...... -··- ........... .. 

.... ;-nc-:·e-x-P"ioration......... . ....... 1'=3'..... ...... ...... -·~· -···· ....... ·--· ....... _.. -·- ..... ·+· ~-·· ...... ...... ...... ...... ...... ...... . ..... ~ ... .. 
::13.~~~9.~~m~62::::::: ::::Ef:::~ ::::: :::: :~:: ~::: ::::: .. :::~ ::::: :::::: === ·::: ·:!:: :::::: :=:: ::::: =~= ::::~ === ::::: ::::: ::::: 

VocaHzation 1-3 + 

RES ,.,.!?,Y.~E!:l.~~"""'"'"""'..," "'"""1""""' '""" ,.,1,. .. ! . . J,. """' ''""' """ '""' """ """ ,;:., ·-- ooOOO+ _,.,, ooooo• """' OOHH ,_,., mooo "'"' 

.... I~::!:'.Y.P..~~ .................. ~ ........ 1......... .. .... ~-- ...... ...... .. ... ,...... ...... ...... ...... ...... ..:.. ...... ...... ...... ...... ...... ...... ...... ...... .. .. 
Bradypnea 1 + 

REF Blink 1 + ""pj,u;a-······ .... ~ ......................... f........ ...... ...... ...... ...... ....... ...... ...... ...... ...... ..... ·:;:~ ...... ...... ...... ..... ...... ...... . ................ . 

:11~\~~ :::1:.:: :::: :::::::::::::: :: ::::: :~ =: :: ::::::::::: :: :: ·:. 
Pa1n response 1 + 1'--·siartie.iiieaiiiiQ'""'" .......... 1......... ...... ..... ...... ...... ...... ...... ...... ...... ...... ...... ·:; ..... .. .......... ··-- ---......................... . 

MIS Lacrimation 1-3 + . 

~=~g~ii~===: :::£:~ :: ::: =~ = ::::: ~=: ::: = = :1 ::: ::::::.:: ::: ::: :: = MIOSIS 1 + · 
:::~~~£&~~!~~~:::::::::: :::::::r::::: ·::: :::::· ::::. ;:::: :::::: ::::~ ·::::: :::: :::: ::=~ ::~: ::::: ::::: .::: :::: .:::: :::: :::~~ ::· .:::: Red. musde tone 1·3 + 

Abbreviations: 

APP = Appearance 
MOT= Motor 
BEH = Behavioral 
RES -= Respiration 
REF ; Reflexes 
MIS = Miscellaneous 

1... .. ..1 = No abnormal findings noted 

n ::: Severity of findings 

+ = Animaf dead 



Sanitized Version 

~1277 

GRIP STRENGTH, INDIVIDUAL DATA ATWEEK4 

MALES Mean (g) FEMALES Mean {g) 

GROUP 1 0 mg/kg 

Animal No. Forelimb Hindlimb Animal No. Forelimb Hindlimb 

1 1357 880 31 970 690 
2 1330 930 32 1030 703 
3 1367 837 33 1010 733 
4 1283 867 34 993 647 
5 1360 977 35 1090 733 
6 1253 827 36 963 633 
7 1367 1010 37 977 713 
8 1270 817 38 950 713 
9 1297 927 39 993 727 
10 1370 937 40 950 677 

GROUP2 5 mg/kg 

Animal No. Forelimb Hindlimb Animal No. Forelimb Hindlimb 

11 1273 867 41 1137 730 
12 1307 923 42 1013 743 
13 1280 830 43 1187 737 
14 1373 957 44 1233 717 
15 1410 1010 45 1173 740 

GROUP3 50 mg/kg 

Animal No. Forelimb Hindlimb Animal No. Forelimb Hindlimb 

16 1277 883 46 877 623 
17 1210 847 47 1113 740 
18 1333 960 48 1077 147 
19 1287 940 49 1043 693 
20 1323 967 50 853 673 

GROUP4 15D mg/kg 

Animal No. Forelimb Hindlimb Animal No. Forelimb Hindlimb 

21 1287 940 51 dead dead 
22 1217 810 52 1023 683 
23 1287 843 53 930 667 
24 1263 830 54 900 667 
25 1260 927 55 1050 770 
26 1370 947 56 983 680 
27 1280 887 57 860 640 
28 1277 58 927 673 
29 1250 59 910 657 
30 128 60 920 663 

175 



Sanitized Version 

~51277 

LOCOMOTOR ACTIVITY, INDIVIDUAL DATA 

LOW BEAMS COUNT MALES 4WEEKS 

Animal No 15mln. 30 min. 45 min. 60 min. Total 

Group 1 o mg/kg/day 

1 769 490 156 20 1435 
2 895 582 157 348 1982 
3 1044 585 375 268 2272 
4 771 563 466 623 2423 
5 778 516 613 290 2197 
6 1486 1099 751 558 3894 
7 887 579 454 388 2308 
8 1006 541 326 483 2356 
9 1233 549 169 165 2116 

10 1040 424 33 28 1525 

Group2 5 mg/kg/day 

11 1213 561 406 136 2316 
12 746 205 135 0 1086 
13 1016 366 513 382 2277 
14 583 123 347 39 1092 
15 1061 423 325 325 2134 

Group3 50 mg/kg/day 

16 846 490 413 336 2085 
17 1338 837 518. 383 3076 
18 1923 1456 800 195 4374 
19 1027 690 451 80 2248 
20 1233 769 309 239 2550 

Group4 150 mg/kg/day 

21 1271 457 214 7 1949 
22 123 16 410 81 630 
23 173 514 46 414 1147 
24 73 89 327 853 
25 177 86 90 658 
26 279 21 0 877 
27 156 296 45 947 
28 257 427 278 1429 
29 127 213 232 701 
30 302 93 5 816 
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Sanitized Version 

LOCOMOTOR ACTIVITY. INDIVIDUAL DATA 

LOW BEAMS COUNT FEMALES 4WEEKS 

Animal No 15min. 30 min. 45 min. 60 min. Total 

Group 1 0 mg/kg/day 

31 650 215 17 25 907 
32 780 284 479 9 1552 
33 1519 566 207 180 2472 
34 1108 729 699 429 2965 
35 718 462 108 419 1707 
36 508 335 31 30 904 
37 828 757 290 28 1903 
38 753 446 433 41 1673 
39 760 336 305 120 1521 
40 662 343 52 76 1133 

Group2 5 mg/kg/day 

41 1286 303 1124 185 2898 
42 939 376 15 1 1331 
43 778 202 0 29 1009 
44 632 405 0 17 1054 
45 952 204 694 546 2396 

Group 3 50 mglkg/day 

46 738 221 15 451 1425 
47 939 568 292 224 2023 
48 1422 294 63 122 1901 
49 741 472 22 6 1241 
50 930 672 491 655 2748 

Group 4 150 mg/kg/day 

51 dead dead dead dead dead 
52 463 282 54 384 11~3 
53 252 629 33 74 988 
54 678 174 45 29 926 
55 616 322 42 80 1062 
56 561 108 6 35 710 
57 572 603 23 18 1216 
5 466 103 11 24 604 

413 256 3 0 672 
417 71 27 181 696 
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FOOD CONSUMPTION (G/ANIMAL/DAY) 
MALES 

~OUP 1 (0 MG/KG) 

PRETEST TREA'IMENT RECOVERY 

Sanitized Version 

FC-:IND - 1 
09-FEB-04 

-----------------------------------------------------------------------------------------DAYS 1-8 l-8 8-15 15-22 22-28 1-8 8-14 
WEEKS l/2 1/2 2/3 3/4 4 1/2 2 
CAGE 

1 16.8 19.5 21.7 21.7 21.8 
2 16.9 19.5 21.2 21.4 21.1 21.5 20.4 
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7 

FOOD CONSUMPTION (G/ANIMAL/DAY) 
MALES 

. GROUP 2 ( 5 MG/KG) 

DAYS 
WEEKS 
CAGE 

3 

PRETEST 

1-8 
1/2 

18.1 

1-8 
1/2 

20.3 

8-15 
2/3 

21.7 

15-22 
3/4 

21.5 

.22-28 
4 

21.3 

1-8 
1/2 

Saniti~ed Version 

FC-IND - 2 
09-FEB-04 

8-14 
2 
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FOOD CONSUMPTION {G/ANIMAL/DAY) 
MALES. 

GROUP 3 (50 MG/KG} 

DAYS 
WEEKS 
CAGE 

4 

PRETEST 

1-8 
1/2 

18.1 

1-8 
1/2 

20.5 

8-15 
2/3 

22.1 

15-22 
3/4 

22.2 

22-28 
4 

22.4 

RECOVERY 

1-8 
1/2 

Sanitized Version 

FC-IND - 3 
09-FEB-04 

B-14 
2 



7 

FOOD CONSUMPTION {G/ANIMAL/DAY) 
MALES 

GROUP 4 (150 MG/KG) 

TRFA'IMENT RECOVERY 

Sanitized Version 

FC-IND - 4 
09-FEB-04 

------~---------------~------------------------~--------------------------~--------------DAYS 1-8 1-8 8-15 15-22 22-28 l-8 8-14 
WEEKS 1/2 1/2 2/3 3/4 4 1/2 2 
CAGE 

5 16.9 20.6 22.2 22.3 22.0 
6 19.2 21.8 24.3 23.6 23.4 23.2 22.4 
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~~C S'l'UDY NUMBER 8.77 

FOOD CONSUMPTION (G/ANIMAL/DAY) 
FEMALES 

GROUP 1 (0 MG/KG) 

PRETEST TREA'IMENT RECOVERY 

Sanitized Version 

FC-IND - 5 
09-FEB-04 

------------------------------------------------------------------------------------~----
DAYS 1-8 1-8 8-15 15-22 22-28 1-8 8-H 
WEEKS 1/2 l/2 2/3 3/4 4 1/2 2 
CAGE 

7 12.5 13.4 15.0 14.8 14.7 
8 13.~ 13.8 15.9 15.8 15.9 15.8 16.0 
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diE SIJ!DY NUMBER 8.77 

FOOD CONSUMPTION (G/ANIMAL/DAY} 
FEMALES 

GROUP 2 (5 MG/KG} 

DAYS 
WEEKS 
CAGE 

9 

PRETESr 

1-8 
1/2 

l3.6 

TREATMENT 

1-B 
l/2 

13.9 

8-15 
2/3 

16.3 

15-22 
3/4 

15.3 

22-28 
4 

16.2 

RECOVERY 

1-8 
1/2 

ATTACHMeNT PAG& 63.1 

Sanitized Version 

FC-IND - 6 
09-FEB-04. 

8-14 
2 
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~~CC STUDY NUMBER 811L7/ 

FOOD CONSUMPTION (G/ANIMAL/DAY) 
FEMALES 

GROUP 3 (50 MG/KG) 

DAYS 
WEEKS 
CAGE 

10 

PRETEST 

1-8 
1/2 

13.8 

1-8 
1/2 

14.7 

8-1.5 
2/3 

16.3 

15-22 
3/4 

16.2 

22-28 
4 

16.3 

:RECOVERY 

1-8 
1/2 

Sanitized Version 

FC-IND - 7 
09-FEB-04 

8-14 
2 
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ciCC STUDY NUMBER 8!1177 

FOOD CONSUMPTION {G/ANIMAL/DAY) 
FEMALES 

GROUP 4 ( 150 MG/KG) 

PRETEST 

DAYS 1-8 1-8 8-15 
WEEKS 112 1/2 2/3 
CAGE 

11 13.1 14.4 16.2 
12 13.2 14.3 15.3 

15-22 22-28 
3/4 4 

14.9 14.3 
15.4 14.8 

Sanitized Version 

RECOVE!W 

FC-IND - 8 
09-FEB-04 

1-8 8-14 
1/2 2 

15.1 14.6 
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7 

RELATIVE FOOD CONSUMPTION 
{G/KG BODY WEIGHT/DAY) 

MALES 

GROUP 1 (0 MG/KG) 

PRETEST TREAT.MENT RECOVERY 

Sanitized Version 

RFC-IND - 1 
09-FEB-04 

-----------------~------------------------------------------~----------------------------
DAYS 1-B 1-8 8-15 1.5-22 22-28 1-8 8-14 
WEEKS 1/2 1/2 2/3 3/4 4 1/2 2 
CAGE 

1 111 86 84 '75 71 
2 117 88 84 77 71 68 63 
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llt~c STUDY Nu'P'' '!1177 

RELATIVE FOOD CONSUMPTION 
(G/KG BODY WEIGH'l'/DAY) 

MALES 

GROUP 2 {5 MG/KG) 

DAYS 
WEEKS 
CAGB 

3 

PRETEST 

1-8 
1/2 

122 

1-8 
1/2 

90 

8-15 
2/3 

86 

15-22 
3/4 

78 

22-28 
4 

73 

RECOVERY 

1-8 
1/2 

Sanitized Version 

RFC-IND - 2 
09-FEB-04 

8-14 
2 

187 



7 

RELATIVE FOOD CONSUMPTION 
(G/KG BODY WEIGHT/DAY) 

MALES 

GROUP 3 (50 MG/KG) 

DAYS 
WEEKS 
CAGE 

4 

PRETEST 

1-8 
1/2 

121 

TREA'IMENT 

1-8 
112 

90 

8-15 
2/3 

85 

15-22 
3/4 

79 

22-28 
4 

75 

RECOVERY 

1-8 
1/2 

Sanitized Version 

RFC-IND - 3 
09-FEB-04 

8-14 
2 
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77 

RELATIVE FOOD CONSUMPTION 
(G/KG BODY WEIGHT/DAY} 

MALES 

GROUP 4 (150 MG/KG} 

PRETEST RECOVERY 

Sanitized Version 

RFC-IND - 4 
09-FEB-04 

-----------------------------------------------------------------------------------------
DAYS 1-8 1-8 8-15 15-22 22-28 1-8 8-14 
WEEKS 1/2 1/2 2/3 3/4 4 1/2 2 
CAGE 

5 113 88 83 76 70 
6 127 92 88 78 73 68 64 
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RELATIVE FOOD CONSOMPTION 
(G/KG BODY WEIGHT/DAY) 
FEMALES 

GROUP 1 ( 0 MG/KG) 

PRETEST RECOVERY 

Sanitized Version 

RP"C-IND - 5 
09-FEB-04 

---------------------------------~-------------------------------------------------------

DAYS 1-8 1-8 8-15 15-22 22-28 1-8 8-14 
WEEKS 1/2 1/2 213 3/4 4 1/2 2 

CAGE 

7 98 85 87 80 77 
8 104 87 91 84 so 77 75 
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RELATIVE FOOD CONSUMPTION 
(G/KG BODY WEIGHT/DAY) 
FEMALES 

GROUP 2 (5 MG/KG) 

DAYS 
WEEKS 
CAGE 

9 

PRETEST 

1-8 
1/2 

107 

1-8 
1/2 

84 

8-15 
2/3 

89 

15-22 
3/4 

79 

22-28 
4 

78 

RECOVERY 

1-8 
1/2 

ATTACH.MiiNT PA$1639 

Sanitized Version 

RFC-IND - 6 
09-FEB-04 

8-14 
2 
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.. c_c_ STUDY .NUMBER 8.77 

RELATIVE FOOD CONSUMPTION 
{G/KG BODY WEIGHT/DAY) 
FEMALES 

GROUP 3 (50 MG/KG} 

DAYS 
WEEKS 
CAGE 

10 

1-8 
1/2 

111 

1-B 
1/2 

89 

s-ls 
2/3 

89 

15-22 
3/4 

85 

22-28 
4 

80 

RECOVERY 

1-8 
1/2 

Sanitized Version 

RFC-IND - 7 
09-FEB-04 

8-14 
2 
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RELATIVE FOOD CONSUMPTION 
(G/KG BODY WEIGHT/DAY) 

FEMALES 

GROUP 4 (150 MG/KG) 

PRBTEST RECOVERY 

Sanitized Version 

RFC-IND - 8 
09-FEB-04 

-------------~---------------------------------------------------------------------------
DAYS 1-8 1-8 8-15 15-22 22-28 1-8 8-14 
WEEKS 1/2 1/2 2/3 3/4 4 1/2 2 
CAGE 

11 106 91 91 79 74 
12 104 86 85 80 74 73 69 

C,,I'I5BCN 
'Tt~f:~w~~\t>;t;~~~G~~4 
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BODY WEIGHTS (GRAM) 
MALES 

GROUP 1 ( 0 MG/KG) 

PRETEST 

Sanitized Version 

BW-IND - 1 
09-FBB-04 

-----------------------------------------------------------------------------------------
DAYS 1 1 8 ~5 22 28 l 
WEEKS 1 1 2 3 4 4 1 
Jl.NIMAL 

1 155 184 227 258 285 303 
2 150 189 231 268 303 320 
3 151 190 229 256 280 299 
4 159 192 234 266 295 313 
s 146 180 215 246 275 296 
6 142 178 220 246 265 278 266 
7 150 191 232 269 299 327 308 
B 139 177 210 236 256 275 265 
9 145 181 223 250 277 296 287 

10 147 183 220 255 287 313 301 

RECOVERY 
--~----------------

DAYS 8 14 
WEEKS 2 2 
ANIMAL 

l 
2 
3 
4 
s 
6 292 302 
7 350 359 
8 290 299 
9 308 317 

10 335 350 
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JlljC STUDY NUMBER 8~~~77 

BODY WEIGHTS (GRAM) 
MALES 

GROUP 2 (5 MG/KG) 

PRETEST 

DAYS 1 
WEEKS 1 
ANIMAL 

11 142 
12 156 
13 144 
14 144. 
15 156 

RECOVERY 
-------------------

DAYS 8 14 
WEEKs 2 2 
ANIMAL 

11 
12 
13 
14 
15 

1 8 15 
1 2 3 

176 213 247 
194 229 253 
188 225 252 
189 229 251 
200 233 257 

22 28 
4 4 

270 290 
282 296 
273 291 
273 289 
275 289 

Sanitized Version 

BW-IND - 2 
09-FEB-04 

RECOVERY 

1 
l 

195 



Jlfcc STUDYINUMBER ssjEI? 

BODY WEIGHTS (GRAM) 
MALES 

GROUP 3 (50 MG/KG} 

DAYS 1 
WEEKS 1 
ANIMAL 

16 158 
17 138 
18 162 
19 143 
20 150 

RECOVERY 

-------------------
r:iAYS 8 14 
WEEKS 2 2 
ANIMAL 

16 
17 
18 
19 
20 

1 
1 

201 
173 
201 
188 
186 

8 15 22 
2 3 4 

242 274 296 
204 236 254 
240 264 282 
234. 271 301 
226 255 273 

28 
4 

318 
269 
298 
327 
285 

Saniti~ed Version 

BW-.IND - 3 
09-FEB-04 

P.ECOVERY 

1 
1 
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BODY WEIGHTS (GRAM) 
MALES 

GROUP 4 (150 MG/KG) 

PRETEST TREA'IMENT 

Sanitized Version 

BW-IND - 4 
09-FEB-04 

RECOVERY' 
-------------------------------------------~--------·---------------------------------------

DAYS 
WEEKS 
ANIMAL 

21 
22 
23 
24 
25 
26 
27 
28 
29 
30 

DAYS 
WEEKS 
ANIMAL 

21 
22 
23 
24 
25 
26 
27 
28 
29 
30 

1 
1 

149 
154 
148 
139 
157 
157 
149 
151 
148 
152 

ImCOVER.Y 
-------~-----------

B 
2 

356 
334 
327 
332 
348 

14 
2 

370 
347 
332 
348 
359 

1 
1 

184 
197 
197 
172 
192 
205 
198 
188 
190 
201 

8 15 22 28 1 
2 3 4 4 1 

223 257 281 304 
246 285 320 342 
240 279 311 333 
216 245 269 280 
237 265 288 303 
249 291. 318 340 324 
237 271 292 310 297 
229 267 295 313 298 
230 268 292 310 300 
246 284 310 334 318 
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J!tcc sTUDY NuMBER 8!1117 

BODY WEIGHTS (GRAM) 
FEMALES 

GROUP 1 (0 MG/KG) 

PRETEST TREATMENT 

Sanitized Version 

BW-IN~ - 5 
09-FEB-04 

RECOVERY 
--------------------~~-------------------------------------------------------------------

DAYS 1 1 8 15 22 28 l 
WEEKS 1 1 2 3 4 4 1 
ANIMAL 

31 131 143 156 171 185 193 
32 121 136 149 164 176 185 
33 128 150 162 175 186 196 
34 129 146 158 172 179 190 
35 127 146 162 182 191 197 
36 128 145 156 178 188 192 186 
37 121 140 157 170 186 196 186 
38 121 136 148 161 174 184 180 
39 130 149 172 193 206 220 208 
40 131 151 156 174 190 197 189 

RECOVERY 

-------------------
DAYS 8 14 
WEEKS 2 2 
ANIMJU, 

31 
32 
33 
34 
35 
36 199 208 
37 205 214 
38 193 199 
39 229 229 
40 198 216 
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7 

BODY WEIGHTS (GRAM) 
FEMALES 

GROUP 2 (5 MG/KG) 

PRETEST 

D1WS 1 
WEEKS 1 
ANIMAL 

41 127 
42 127 
43 132 
44 122 
45 130 

RECOVERY' 

-------------------
DAYS 8 14 
WEEKS 2 2 
ANIMAL 

41 
42 
43 
44 
45 

1 
1 

154 
146 
156 
140 
148 

8 15 22 
2 3 4 

173 191 198 
158 174 190 
172 190 :201 
155 178 193 
165 182 195 

28 
4 

219 
199 
212 
200 
203 

Sanitized Version 

BW-IND - 6 
09-FEB-04 

RECOVERY' 

1 
1 
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life STUDY NUMBER 85~77 

BODY WEIGHTS (GRAM) 
FEMALES 

GROUP 3 (50 MG/KG) 

PRETEST 

DAYS 1 
WEEKS 1 
ANIMAL 

46 128 
47 125 
48 129 
49 121 
50 123 

RECOVERY 
-------------------

DAYS B 14 
WEEKS 2 2 
.ANIMAL 

46 
47 
48 
49 
50 

1 s 15 
l 2 3 

148 162 182 
152 168 184 
151 168 193 
138 150 171 
150 176 193 

22 28 
4 4 

189 200 
189 205 
193 210 
181 189 
200 209 

Sanitized Version 

BW-l:ND - 7 
09-FE.S-04 

RECOVERY 

1 
1 
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7 

BODY WEIGHTS (GRAM) 
FEMALES 

GROUP 4 (150 MG/KG) 

PRETEST 

Sanitized Version 

BW-IND - 8 
09-FEB-04 

RECOVERY 
---------------------------------~-------------------------------------------------------

DAYS 
WEEKS 
.ANIMAL 

51 
52 
53 
54 
55 
56 
57 
58 
59 
60 

DAY'S 
WEEKS 
ANDW.t 

51 
52 
53 
54 
55 
56 
57 
SB 
59 
60 

1 
1 

121 
129 
125 
120 
123 
126 
130 
132 
121 
129 

RECOVERY 

-------------------
8 
2 

200 
198 
220 
192 
227 

14 
2 

204 
200 
230 
193 
226 

1 
1 

143 
151 
145 
130 
143 
147 
145 
150 
140 
156 

8 15 22 28 1 
2 3 4 4 1 

158 177 
171 188 200 202 
163 181 189 202 
147 158 171 1'78 
159 179 189 190 
161 172 187 191 1&4 
162 179 182 190 183 
172 189 208 211 208 
155 168 178 185 179 
1n 197 205 2.20 209 
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BODY WEIGHT GAIN (%) 
MALES 

GROUP 1 (0 MG/KG) 

PRETEST 

Sanitized Version 

BWG-IND - 1 
09-FEB-04 

RECOVERY 

-----------------------------------------------------------------------------------------
DAYS 1 l 8 15 22 28 1 
WEEKS 1 1 2 3 4 4 1 
ANIMAL 

1 -16 0 24 40 55 65 
2 -21 0 23 42 61 70 
3 -21 0 20 35 47 57 
4 -18 0 22 38 53 62 
5 -19 0 19 37 53 65 
6 -21 0 23 38 49 56 49 
7 -22 0 21 41 56 71 61 
8 -22 0 18 33 45 55 50 
9 -20 0 23 39 53 64 59 

10 -20 -0 20 39 57 71 64 

R.EX::OVSRY 

-------------------
DAYS 8 14 
WEEKS 2 2 
ANIMAL 

1 
2 
3 
4 
5 
6 64 70 
7 83 as 
8 63 69 
9 '11 76 

10 83 n 
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BODY WEIGHT GAIN (%) 
MALES 

GROUP 2 (5 MG/KG) 

PRETEST 

DAYS 1 
WEEKS 1 
ANIMAL 

11 -19 
12 -20 
13 -23 
14 -24 
15 -22 

RECOVERY 

-------------------
DAYS s 14 
WEEKS 2 2 
ANIMAL 

11 
12 
13 
14 
15 

1 
1 

0 
0 
0 
0 
0 

8 15 22 
2 3 4 

21 41 54 
18 30 46 
20 34 45 
21 32 44 
17 29 38 

28 
4 

65 
53 
55 
53 
45 

Saniti~ed Version 

BWG-IND - 2 
09-FEB-04 

RECOVERY 

1 
1 
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z!CC STUDY NUMBER 8~7 

BODY WEIGHT GAIN (%) 
MALES 

GROUP 3 {50 MG/KG) 

PRETEST 

DAYS 1 
WEEKS 1 
ANIMAL 

16 -21 
17 -20 
18 -20 
19 -24 
20 -19 

RECOVERY 
-------------------

DAYS 8 14 
WEEKS 2 2 
ANIMAL 

16 
1'7 
18 
19 
20 

~~-=- ----- ----

1 8 15 
1 2 3 

0 20 36 
0 18 37 
0 19 31 
0 24 44 
0 21 37 

22 28 
4 4 

47 58 
47 55 
40 48 
60 74 
47 53 

Sanitized Version 

BWG-IND - 3 
09-FEB-04 

1 
1 
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c:!CC STUDY NUMBER 85~7 

BODY WEIGHT GAIN (%) 
MALES 

GROUP 4 (150 MG/KG) 

PRETEST 

Sanitized Version 

BWG-IND - 4 
09-FEB-04 

RECOVERY 
-----------------------------------------------------------------------------------------DAYS 

WEEKS 
J.NIMAL 

21 
22 
23 
24 
25 
26 
27 
28 
29 
30 

DAYS 
WEEKS 
ANIMAL 

21 
22 
23 
24 
25 
26 
27 
28 
29 
30 

1 
l 

-19 
-22 
-25 
-19 
-18 
-23 
-25 
-20 
-22 
-24 

RECOV'ERY 
-------------------

8 
2 

74 
68 
74 
75 
73 

14 
2 

81 
75 
76 
84 
79 

1 
1 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

8 15 22 28 1 
2 3 4 4 1 

21 39 53 65 
24 45 62 74 
22 41 58 69 
26 42 56 63 
24 3B 50 58 
22 42 55 66 58 
20 37 47 56 50 
21 42 56 66 58 
21 41 54 64 58 
22 41 55 66 SB 
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I!!CC STUDY NUMBER 85!jl77 

BODY WEIGHT GAIN (%) 
FEMALES 

GROUP 1 {0 MG/KG} 

PRETESI' 

Sanitized Version 

BWG-IND - 5 
09-FEB-04 

RECOVERY 
-----------------------------------------------------------------------------------------

DAYS 1 1 8 15 22 28 1 
WEEKS 1 1 2 3 4 4 1 
ANIMAL 

31 -8 0 9 20 30 35 
32 -11 0 10 20 29 36 
33 -15 0 8 17 24 31 
34 -12 0 B 17 22 30 
35 -13" 0 11 24 30 34 
36 -12 0 7 23 29 33 28 
37 -13 0 12 21 33 40 33 
38 -11 0 9 19 29 35 33 
39 -13 0 16 29 38 48 39 
40 -13 0 4 15 26 31 25 

RECOVERY 
-------------------

DAYS 8 14 
WEEKS 2 2 
ANDW:. 

31 
32 
33 
34 
35 
36 37 43 
37 47 53 
38 42 47 
39 54 54 
40 32 43 
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I!!CC STUDY NUMBER 8!!177 

BODY WEIGHT GAIN {%) 
FEMALES 

GROUP 2 (5 MG/KG) 

PRETEST 

DAYS 1 
WEEKS 1 
ANIMAL 

41 -18 
42 -13 
43 -16 
44 -D 
45 -12 

RECOVERY 

-------------------DAYS 8 14 
WEEKS 2 2 
ANIMAL 

41 
42 
43 
44 
45 

1 8 15 
1 2 3 

0 13 24 
0 8 19 
0 10 21 
0 11 27 
0 ll 23 

22 28 
4 4 

29 43 
30 36 
29 35 
31. 43 
32 37 

Sanitized Version 

BWG-IND - 6 
09-FEB-04 

RECOVERY 

1 
1 
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l!IOC STUDY NUMBER 8!!1r7 

BODY WEIGHT GAIN (%) 
FEMALES 

GROUP 3 (50 MG/KG) 

PRETEST 

DAYS 1 
WEEKS 1 
ANIMAL 

46 -14 
47 -18 
48 -14 
49 -12 
50 -18 

RECOVERY 

-------------------DAYS 8 14 
WEEKS 2 2 
ANIM:AL 

46 
47 
48 
49 
50 

l 8 15 
1 2 3 

0 10 23 
0 10 :n 
0 12 28 
0 9 24 
0 17 28 

22 28 
4 4 

27 35 
24 35 
28 39 
31 37 
33 39 

Sanitized Version 

BWG-IND - 7 
09-FE.S-04 

RECOVERY 

1 
1 
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~CC STUDY NUMBER 8~77 

BODY WEIGHT GAIN (%) 
FEMALES 

GROUP 4 (150 MG/KG} 

PRETEST TREATMENT 

Sanitized Version 

BWG-IND - 8 
09 -FEB-04 

---~-----------------------------------------------------------------~-------------------DAYS l 1 8 15 22 28 1 
WEEKS l 1 2 3 4 4 1 
ANIMAL 

51 -15 0 11 24 
52 -15 0 13 24 33 34 
53 -14 0 13 25 30 40 
54 -8 0 12 21 31 36 
55 -14 0 11 25 32 33 
56 -H 0 10 17 27 30 25 
57 -11 0 12 23 25 31 26 
58 -12 0 15 26 38 41 38 
59 -14 0 11 20 27 32 28 
60 -17 0 15 26 31 41 34 

RECOVERY 
-------------------

DAYS 8 14 
WEEKS 2 2 
ANIMAL 

51 
52 
53 
54 
55 
56 36 39 
57 36 38 
58 47 53 
59 37 38 
60 46 45 
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life STUDY NUMBER 8~7 

MACROSCOPICAL FINDINGS 
MALES 
GROUP 1 (0 MG/KG) 

ANIMAL 1 

NO FIND::m3S NOTED 

ANIMAL 2 

ID FINDINGS NOrED 

ANIMAL 3 

NO FINDINGS NOTED 

ANIMAL 4 

NO FINDINGS NJl'ED 

ANIMAL 5 

NO FINDIIDS NOTED 

NO FINDINGS NOl'EO 

ANIMAL 7 

THYMUS •••••••••••••• FOCUS /FOCI I SEVERAL, D=l MM, DARK REO. 

ANIMAL 8 

NO FINDINGS NOTED 

ANIMAL 9 

NO FINDINGS NOTED 

ANIMAL 10 

NO FINDIN3S NOTED 

Sanitized Version 

MAC-IND - 1 
09-FEB-04 

(SCHEDULED NECROPSY, 21-JAN-2004} 

(SCHEDULED NECROPSY, 21-JAN-2004) 

(SCHEDULED NECROPSY, 21-JAN-2004} 

(SCHEDULED NECROPSY, 21-JAN-2004) 

(SCHEDm..ED NECROPSY, 21-JAN-2004) 

(SCHEDULED NECROPSY, 04-FEB-2004) 

(SCHEDULED NECROPSY, 04-FEB-2004} 

(SCHEDULED ~PSY, 04-FEB-2004) 

(SCHEDULED NECROPSY, 04-FEB-2004) 

(SCHEDULED NECROPSY, 04-FEB-2004) 
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i!!CC STUDY NUMBER !t!lf7 

MACROSCOPICAL FINDINGS 
MALES 
GROUP 2 (5 MG/KG) 

ANIMAL 11 

NO FINDTh"GS NOTED 

mrrMAL 12 

NO FlliDINGS NOTED 

ANIMAL 13 

NO FINDIIDS J.IUI'ED 

ANIMAI, 14 

NO FINDINGS OOTED 

ANIMAL 15 

~s •••.••.....••• DISCOLORATION, DARK RED. 

Sanitized Version 

MAC-IND - 2 
09-FEB-04 

{SCHEDULED NECROPSY, 21-JAN-2004) 

(SCHEt>tJLED NECROPSY, 21-JAN-2004) 

(SCHEDULED NECROPSY, 21-JAN-2004) 

~SCHEDUIJ.ID NECROPSY, 21-JAN-2004) 

(SCHBOOLED NECROPSY, 21-JAN-2004) 

.. 
A'ttACMM:SNT PMli G$9 

211 



MACROSCOPICAL FINDINGS 
MALES 
GROUP 3 (50 MG/KG) 

ANIMAL 16 

NO FINDDX}S NOI'ED 

ANIMAL 17 

NO FINDIOOS NOTED 

ANIMAL 18 

NO FINDINGS NOTED 

ANIMAL 19 

NO FINDINGS NOTED 

ANIMAL 20 

Sanitized Version 

MAC-IND - 3 
09-FEB-04 

(SCHEDULED NECROPSY, 21-JAN-2004} 

(SCHEDULED NECROPSY, 21-JAN-2004) 

(SCHEDULED NECROPSY, 21-JAN-2004) 

(SCHEOOLED NECROPSY, 21-JAN-2004} 

(SCHEDULED NECROPSY, 21-JAN-2004) 
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MACROSCOPICAL FINDINGS 
MALES 
GROUP 4 (150 MG/KG} 

ANIMAL 21 

NO FINDINGS NOTED 

ANIMAL 22 

NO FINDINGS NOTED 

ANIMAL 23 

NO FINDINGS NOTED 

ANIMAL 24 

NO FINDIN3S NOTED 

ANJlW, 25 

NO F·INDDGS NOrED 

ANIMAL 26 

NO FINDINGS NOTED 

ANIMAL 27 

NO FINDIOOS NorED 

ANIMAL 28 

NO FINDINGs NOTBD 

ANIMAL 29 

THYMUS •••••••••••••• FOCOS/FOCI, 0=7 MM, DARK RED. 

ANIMAL 30 

:00 FINDINGS NOTED 

Sanitized Version 

MAC-J:ND - 4 
09-FEB-04 

(SCHEDULED NECROPSY, 21-JAN-2004) 

(SCHEDULED NECROPSY, 21-JAN-2004) 

(SCHEDOLED NECROPSY, 21-JAN-2004) 

{SCHEDULED NECROPSY, 21-J/l.N-2004) 

(SCHEDULED NECROPSY, 21-JAN-2004) 

(SCHEIJULED NECROPSY, 04-FEB-2004) 

(SCHEDULED NECROPSY, 04-FEB-2004) 

(SCHEDULED NECROPSY, 04-FEB .... 2Q04) 

(SCHEDULED NECRoPSY, 04-FEB-2004) 

{SCHEDULED NECROPSY, 04-FEB-2004) 
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Sanitized Version 

C!!PC STUDY NUMBER 8~7 

MACROSCOPICAL FINDINGS 
FEMALES 
GROUP 1 (0 MG/KG) 

ANIMAL 31 

MAC-IND - 5 
09-FEB-04 

{SCHEDULED NECROPSY, 21-JAN-2004) 

LIVER .••••••••••••.• 

THYMUS •••••••••••••• 

PAPILLARY PROCESS: NODOLE(S}, D=3 MM, TAN, FIRM. 

FXUS/FOCI, D=2 MM, DARK RED. 

ANIMAL 32 (SCHEDULED NECROPSY', 21--JAN-2004) 

NO FINDINGS NOTED 

ANIMAL 33 {SCHEDULED NECROPSY. 2l~AN-2004) 

NO FINDINGS NOTED 

ANIMAL 34 (SCHEDULED NECROPSY, 21-JAN-2004) 

NO FINDINGS NOTED 

ANIMAL 35 (SCHEDULED NECROPSY, 21-JAN-2004} 

NO FINDINGS NCY!'ED 

ANIMAL 36 (SCHEDULED NECROPSY, 04-PEB-2004) 

NO FINDINGS NOTED 

ANIMAL 37 . (SCH!IDULED NOCROPSY. 04-FEB-2004) 

NO FINDINGS NOTED 

ANIMAL 39 (SCHEOOLED NECROPSY, 04-FEB-2004) 

Ul'ERUS .••••••••••••• BO'!'ll HORNS: DILATION, D=S MM, CONTAINS WATERY FLUID. 

ANIMAL 39 {SCHEDULED NECROPSY, 04-FEB-2004) 

NO FINDINGS NOTED 

ANIMAL 40 (SCHEDULED NECROPSY, 04-FEB-2004) 

NO FINDINGS OOI'ED 
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ii;JC STUDY NUMBER 8.7 

MACROSCOPICAL FINDINGS 
FEMALES 
GROUP 2 (5 MG/KG} 

ANIMAL 41 

NO FINDINGS NOTED 

ANIMAL 42 

NO FINDINGS NOTED 

ANIMAL 43 

NO FINDINGS NOTED 

ANDfAL 44 

NO FINDINGS NOrED 

ANIMAL 45 

NO FINDINGS NOTED 

Sanitized Version 

MAC-IND - 6 
09-FEB-04 

{SCHEDULED NECROPSY, 21-JAN-2004) 

{SCHEDULED NECROPSY, 21-JAN-2004) 

(SCHEDULED NECROPSY, :al-JAN-2004) 

(SCHEDULED NECROPSY, 21-JAN-2004} 

(SCHEDULED NECROPSY, 21-JAN-2004) 
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NUMBER 85 7 

MACROSCOPICAL FINDINGS 
FEMALES 
GROUP 3 (50 MG/KG) 

ANIMAL 46 

Sanitized Version 

MAC-lND - 7 
09-FEB-04 

(SCHEDULED NECROPSY, 21-JAN-2004) 

UTERUS •••••••••••••• BOl'H HORNS: DILATION, D=5 MM, CONI'ADJS WATERY FLUID. 

(SCHEDULED NECROPSY, 21-JAN-2004) 

NO FINDINGS NOTED 

ANIMAL 48 (SCHEDULED NECROPSY, 21-JAN-2004) 

NO FINDINGS NOTED 

ANINAL 49 (SC'HEDULED NECROPSY, 21-JAN-2004) 

NO FINDINGS NOTED 

ANIMAL 50 {SCHEDULED NECROPSY, 21-JAN-2004) 

THYMUS ••••••••••••• • FOCUS/FOCI, D=l MM, MANY, DARK RED. 
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I!!CC STUDY NUMBER 85!1l7 

MACROSCOPICAL FINDINGS 
FEMALES 
GROUP 4 (150 MG/KG} 

ANIMAL 51 

LUNGS •••.•••••••.••• DISCOLORATION, IlMU< RED. 

ANIMAL 52 

NO FINDINGS NOTED 

ANIMAL 53 

NO FINDINGS NOTED 

ANIMAL 54 

NO FINDINGS NOTED 

ANIMAL 55 

NO FINDINGS NOTED 

ANIMAL 56 

NO FINDINGS NOTED 

ANIMAI.. 57 

NO FINDINGS OO'l'ED 

ANIMAL 58 

NO FINDINGS Nal'ED 

AN.IW\L 59 

NO FINDINGS NOTED 

J\NIMAL 60 

NO FINDIN3S NOI'ED 

Sanitized Version 

MAC-IND - 8 
09-FEB-04 

(SPONTANEOUS DEATH, 09-JAN-2004) 

(SCHEDULED NECROPSY, 21-JAN-2004) 

(~ NECROPSY, 21-JAN-2004) 

(SCHEDULED NECROPSY, 21-JAN-2004.) 

(SCHEOOLED NECROPSY, 21-JAN-2004) 

{SCHEDULED NECROPSY, 04-FEB-2004) 

{SCHEDULED NECROPSY, 04-FEB-2004) 

(SCHEDULED NECROPSY, 04-FEB-2004) 

(ScHEDULED NECROPSY, 04-FEB~2004) 

(S~D NECROPSY, 04-FEB-2004) 

AliACHM&NT PAGE 66$ 
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Sanitized Version 

7 OW-INTI - 1 
09-FEB-04 

ORGAN WEIGHTS (GRAM} 
AFTER 4 WEEKS 
MALES 

GROUP J. (0 MG/KG) 

ANIMAL BODY W. BRAIN LIVER THYMUS KI~S .ADRENAI.S SPLEEN 
NUMBER 

1 274.34 1.80 1.097 8.58 0.46 1.79 0.062 0.633 
:2 287.20 1.89 1.079 8.78 0.56 1.99 0.073 0.779 
3 269.73 2.02 1.041 7.67 0.34 1.92 0.064 0.655 
4 273.69 2.05 1.068 7.44 0.45 1.77 0.078 0.637 
5 269.10 1.97 0.840 6.94 0.55 1.68 0.060 0.543 

ANIMAL TESTES EPIDIDYMID 
NUMBER 

1 3.32 1.008 
2 3.39 1.262 
3 3.25 0.860 
4 3.21 1.025 
5· 2.82 0.845 

GROUP 2 (5 MG/KG) 

ANIMAL BODY W. BRAIN LIVER T.rMIUS KII:NEYS ADRENALS SPLEEN 
NUMBER 

11 265.93 1.78 0.715 7.16 0.53 1.69 0.058 0.609 
12 274.59 1.91 0.948 8.24 0.31 L87 0.067 0.673 
13 267.51 1.90 0.973 7.69 0.48 1.87 0.066 0.815 
14 266.91 1.91 0.982 7.38 0.31 1.51 0.081 0.714 
15 260.93 2.01 0.862 7.67 0.39 1.97 0.056 0.588 

ANIMAL TESTES EPIDIDYMID 
NUMBER 

11 2.8'7 0.802 
12 3.09 0.939 
13 3.68 1.151 
14 3.23 0.907 
15 3.25 0.966 

GROUP 3 (50 MG/KG} 

ANIMAL BODY W. BRAIN HEART LIVER THYMUS KIOOEYS ADRENALS SPLEEN 
NUMBER 

16 279.17 1.91 0.905 e.ss 0.55 2.30 0.059 0.709 
17 24:9.61 1.90 0.803 6.89 0.39 1.47 0.052 0.489 
18 263.67 1.84 0.949 7.63 0.41 1.69 0.058 0.638 
19 298.93 1.96 1.111 8.95 0.52 1.91 0.069 0.722 
20 264.24 1.93 0.830 6.92 0.43 1.57 0.044 0.512 
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CC STUDY NUMBER 8 7 

ORGAN WEIGHTS (GRAM) 
AFTER 4 WEEKS 
MALES 

GROUP 3 (50 MG/KG) 

ANIMAL 
NUMBER 

16 
17 
18 
19 
20 

GROUP 

ANIMAL 
NUMBER 

21 
22 
23 
24 
25 

ANIMAL 
NUMBER 

21 
22 
23 
24 
25 

-

TESTES 

3.79 
3.24 
3.24 
3.15 
3.31. 

EPIDlDYMID 

1.134 
1.059 
1.007 
0.899 
1.182 

4 (150 MG/KG) 

BODY W. BRAIN 

269.77 2.13 
303.51 1.96 
306.15 1.87 
242.83 1.83 
271.26 1.99 

TESTES EPIDIDYMID 

3.04 0.866 
3.40 1.034 
2.79 0.963 
2.77 0.838 
3.29 0.962 

HEART LIVER THYMUS KIDNEYS 

1.049 8.30 o.so 1.66 
0.984 8.96 0.48 1.94 
1.13'7 8.98 0.54 1.90 
0.878 7.96 0.55 1.60 
0.908 7.39 0.43 1.72 

ADRENALS 

0.074 
0.074 
0.054 
0.079 
0.057 

Sanitized Version 

OW-IND - 2 
09-FEB-04 

SPLEEN 

0.679 
0.736 
0.626 
0.647 
0.570 
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Sanitized Version 

7 OW-IND - 3 
09-FEB-04 

ORGAN/BODY WEIGHT RATIOS (%) 
AFTER 4 WEEKS 
MALES 

GROUP 1 (0 MG/KG) 

ANIMAL BODY W. BRAIN HEART LIVER 'IHYMUS KIDNEYS 11DRENALS SPLEEN 
NUMBER {GRAM) 

1 274.34 0.66 0.400 3.13 0.17 0.65 0.023 0.231 
2 287.20 0.66 0.376 3.06 0.19 0.69 0.025 0.271 
3 269.73 0.75 0.386 2.84 0.13 0.71 0.024 0.243 
4 273.69 0.75 0.390 2.72 0.16 0.65 0.028 0.233 
5 269.10 0.73 0.312 2.5B 0.21 0.6.2 0.022 0.202 

ANIMAL TESTES EPIDIDYMID 
NUMBER 

1 1.21 0.367 
2 1.18 0.43~ 
3 1.20 0.319 
4 1.17 0.375 
5 l.OS 0.314 

GROUP 2 (5 MG/KG) 

ANIMAL BODY W. BRAlN HEART LIVER 'l"HYMUS KIINEYS ADRENALS SPLEEN 
NUMBER (GRAM) 

11 265.93 0.6'7 0.269 2.69 0.20 0.64 0.02.2 0.229 
12 274.59 0.70 0.345 3.00 0.11 0.68 0.024 0.245 
13 267.57 0.71 0.364 2.88 0.18 0.70 0.025 0.305 
14 266.91 0.71 0.368 2.76 0.12 0.57 0.030 0.26S 
15 260.93 0.7'7 0.330 2.94 0.15 0.76 0.021 0.225 

ANIMAL TESTES EPID!UiMlD 
NUMBER 

11 1.08 0.302 
12 1.13 0.342 
13 1.38 0.430 
14 1.21 0.340 
15 1.25 0.370 

GROUP 3 (SO MG/KG) 

ANIMAL BODY W. BRAIN HEART LIVER THY.MUS KIDNEYS ADRENALS SPLEEN 

NUMBER {GRAM) 

16 279.17 0.68 0.324 3.06 0.20 0.82 0.021 0.254 
17 249.61 0.76 0.322 2.76 0.16 0.59 0.021 0.196 
18 263.67 0.70 0.360 2.89 0.16 0.64 0.022 0.242 
19 298.93 0.66 0.372 2.99 0.17 0.64 0.023 0.242 
20 264.24 0.73 0.314 2.62 0.16 0.59 0.017 0.194 
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C STUDY NUMBER 8 7 

ORGAN/BODY WEIGHT RATIOS (%) 
AFTER 4 WEEKS 
MALES 

GROUP 3 (50 MG/KG) 

16 
17 
18 
19 
20 

TESTES 

1.36 
1.30 
1.23 
1.05 
1.25 

EPrDIDYMID 

0.406 
0.424 
0.382 
0.301 
0.447 

GROUP 4 (150 MG/KG) 

ANIMAL BODY W. BRAIN 
NUMBER {GRAM) 

21 269.77 0.79 
22 303.51 0.64 
23 306.15 0.61 
24 242.83 0.75 
25 271.26 0.73 

ANIMAL TESTES EPIDIDYMID 
NOMBER 

21 1.13 0.321 
22 1.12 0.341 
23 0.91 0.315 
24 1.14 0.345 
25 1.21 0.355 

HEART 

0.389 
0,324 
0.371 
0.362 
0.335 

LIVER 'I'H!lMOS KIDNEYS 

3.08 0.18 0.69 
2.95 0.16 0.64 
2.93 0.18 0.62 
3.28 0.23 0.66 
2.73 0.16 0.63 

ADRENALS 

0.027 
0.024 
0.018 
0.033 
0.021 

Sanitized Version 

OW-IND - 4 
09-FEB-04 

SPLEEN 

0.252 
0.242 
0.204 
0.266 
o.:no 
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Sanitized Version 

C STUDY NUMBER 8 77 OW-IND - 5 
09-FEB-04 

ORGAN/BRAIN WEIGirl' RATIOS (%) 
AFTER 4 WEEKS 
MALES 

GROUP 1 (0 MG/KG) 

ANIMAL BRAIN ·HEART LIVER TJ-MroS KIDNEYS ADRENALS SPLEEN TESTES 
NUMBER {GRAM} 

1 1.80 61.046 477.41 25.60 99.78 3.450 35.225 184.75 
2 1.89 57.030 464.11 29.49 105.02 3.858 41.173 179.07 
3 2.02 51.611 380.22 16.86 95.24 3 .1.73 32.474 161.03 
4 2.05 52.047 362.67 21.69 86.11 3.801 31.043 156.48 
5 1.97 42.748 352.98 28.09 85.29 3.053 27.634 143.56 

ANIMAL EPID!DYMID 
NUMBER 

1 56.093 
2 66.702 
3 42.638 
4 49.951 
5 43.003 

GROUP 2 (5 MG/KG) 

ANIMAL .BRAIN HEARl' LIVER THYMUS KIDNEYS ADRENALS SPLEEN TESTES 
NUMBER {GRAM} 

11 1.. 78 40.236 402.81 29.66 95.05 3.264 34.271 161.56 
12 1..91 49.634 431.62 16.18 98.06 3.508 35.235 161.99 
13 1.90 51.23'7 405.11 25.49 98.47 3.476 42.9l7 193.89 
14 1.91 51.522 387.20 16.21 79.43 4.250 37.461 169.46 
15 2.01 42.907 381.98 19.16 98.16 2.787 29.268 161.82 

ANIMAL EPIDIDYMID 
NUMBER 

11 45.132 
12 49.162 
13 60.611 
14 47.587 
15 48.084 

GROUP 3 (50 MG/KG) 

ANJl1AL BRAIN HEART LI"JER THYMUS KIDNEYS ADRENALS SPLEEN TESTES 
NUMBER iGRAM) 

16 1.91 47.507 448.61 28.61 120.52 3.097 37.218 198.90 
17 1.90 42.37S 363.54 20.69 77.41 2.744 25.805 170.82 
18 1.84 51.464 413.67 22.23 91.70 3.145 34.599 175.43 
19 1.96 56.742 456.89 26.51 97.45 3.524 36.874 161.03 
20 1.93 43.050 358.87 22.10 81.33 2.282· 26.556 171.73 

CV~ISUCJN 
~~1-~NO~,.C~Ji~ 
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B£5 STUDY NUMBER 81!1'7 " -ORGAN/BRAIN WEIGHT RATIOS {%) 
AFTER 4 WEEKS 
MALES 

GROUP 3 {50 MG/KG) 

ANIMAL 
NUMBER 

16 
17 
18 
19 
20 

EPIDIDYMID 

59.528 
55.8U 
54.610 
45.914 
61.307 

GROUP 4 ( 150 MG/KG) 

ANIMAL BRAIN HE'ART 
NUMBER (GRAM) 

21 2.13 49.341 
22 1.96 50.332 
23 1.87 60.835 
24 1.83 48.004 
25 1.99 45.651 

ANIMAL EPIDIDYMID 
NUMBER 

21 40.734 
22 52.890 
23 51.525 
24 45.817 
25 48.366 

LIVBR THYMUS 

390.40 23.33 
458.47 24.45 
480.42 28.79 
435.32 29.91 
371.74 21.37 

KIDNEYS 

87.25 
99.03 

101.61 
97.42 
86.38 

ADRENALS SPLEEN 

3.481 31.938 
3.785 37.647 
2.889 33.494 
4.319 35.375 
2.866 28.658 

Sanitized Version 

OW-IND - 6 
09-FEB-04 

TESTES 

142.76 
173.81 
149.12 
151.61 
165.51 
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Sanitized Version 

7 OW-IND - 7 
09-FEB-04 

ORGAN WEIGHTS (GRAM) 
AFTER 4 WEEKS 
FEMALES 

GROUP 1 (0 MG/KG) 

ANIMAL BODY W. BRAIN HEART LIVER THYMUS KIDNEYS ADRENALS SPLEEN 
NUMBER 

31 179.45 1.82 0.791 5.55 0.54 1.38 0.080 0.624 
32 169.80 1.84 0.613 4.64 0.41 1.13 0.069 0.406 
33 17?.86 1.83 0.640 5.14 0.39 1.32 0.070 0.542 
34 174.15 1.80 0.668 4.64 0.34 1.12 0.065 0.469 
35 179.99 1.81 0.760 6.05 0.32 1.24 0.075 0.489 

ANIMAL 0'\TARIES 
NUMBER 

31 0.087 
32 0.089 
33 0.095 
34 0.069 
35 0.104 

GROUP 2 (5 MG/KG) 

ANIMAL BODY W. BRAIN HEART LIVER TlnMUS KIDNEYS ADRENALS SPLEEN 
NUMBER 

41 201.21 1.87 0.766 5.69 0.41 1.34 0.089 0.605 
42 182.30 1.89 0.757 5.45 0.39 1.29 0.052 0.462 
43 192.02 1.86 0.735 5.47 0.46 1.36 0.069 0.608 
44 169.23 2.00 0.768 5.34 0.58 1.42 0.085 0.461 
45 181.55 1.88 0.776 5.40 0.35 1.29 0.081 0.519 

ANIMAL OVARIES 
NUMBER 

41 0.075 
42 0.093 
43 O.lJ.O 
44 0.100 
45 0.113 

GROUP 3 (50 MG/KG) 

ANIMAL BODY W. BRAJN HEART LIVER THYMUS KIDNEY'S .AORENALS SPLEEN 
NUMBER 

46 181.90 1. 79 0.614 5.10 0.41 1.21 0.069 0.456 
47 183.78 1.84 0.703 5.56 0.31 1.32 0.077 0.546 
48 190.54 1.88 0.749 5.93 0.4.3 1.31 0.076 0.538 
49 169.02 1.72 0.625 4.95 0.27 1.11 0.059 0.391 
50 187.77 1.94 0.790 .6.08 0.36 1.39 0.076 0.452 
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ORGAN WEIGHTS (GRAM} 
AFTER 4 WEEKS 
FEMALES 

GROUP 3 (50 MG/KG} 

ANIM1U. OVARIES 
NUMBER 

46 0.088 
47 0.091 
48 0.117 
49 0.075 
so 0.117 

GROUP 4 (150 MG/KG) 

ANIMAL BODY W. BRAIN 
NUMBER 

51 
52 185.73 1.84 
53 185.43 1.74 
54 159.44 1.73 
55 178.97 1. 79 

ANIMAL OVARIES 
NUMBER 

51 
52 0.098 
53 0.065 
54 0.071 
55 O.OB6 

HEART LIVER 

0.656 5.36 0.38 
0.763 5.15 0.42 
0.599 4.34 0.33 
0.683 5.26 0.29 

KIDNE"lS 

1.20 
1.24 
1.14 
1.23 

Sanitized Version 

OW-IND - 8 
09-FEB-04 

1\DRENM..S SPLEEN. 

0.073 0.406 
0.077 0.404 
0.070 0.333 
0.073 0-452 
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Sanitized Version 

11EC STUDY NUMBER 8~77 OW-IND - 9 
09-FEB-04 

ORGAN/BODY WEIGHT RATIOS (%) 
AFTER 4 WEEKS 
FEMALES 

GROUP 1 (0 MG/KG) 

ANIMAL BODY W. BRAIN LIVER T1M1US KIDNEYS ADRENAL$ SPLEEN 
NUMBER {GRAM) 

31 179.45 1.01 0.441 3.09 0.30 0.77 . 0.045 0.348 
32 169.80 LOB 0.361 2.73 0.24 0.67 0.041 0.239 
33 177.86 1.03 0.360 2.89 0.22 0.74 0.039 0.305 
34 174.15 1.03 0.384 2.67 0.20 0.64 0.037 0.269 
35 179.99 1.01 0.422 3.36 0.18 0.69 0.042 0.272 

ANIMAL OVARIES 
NUMBER 

31 0.048 
32 0.052 
33 0.053 
34 0.040 
35 0.058 

GROUP 2 (5 MG/KG} 

ANIMAL BODY W. BRAIN LIVER TJ-r.lMOS KIJ::.NEYS ADRENALS SPLEEN' 
Nt.IMBER (GRAM} 

41 201.21 0.93 0.381 2.83 0.20 0.67 0.044 0.301 
42 182.30 1.04 0.415 2.99 0.21 0.71 0.029 0.253 
43 192.02 0.9? 0.383 2.85 0.24 0.71 0.036 0.317 
44 169.23 1.18 0.454 3.15 0.34 0.84 o.oso 0.272 
45 181.55 1.04 0.427 2.98 0.19 0.71 0.045 0.286 

1\NIMAL OVARIES 
NUMBER 

41 0.037 
42 0.051 
43 0.057 
44 0.059 
45 0.062 

GROUP 3 (50 MG/KG) 

.AN~ BODY W. BBAIN HEART LIVER THYMUS KIDNEYS ADRENALS SPLEEN . 
NUMBER (GRAM) 

46 181.90 0.98 0.338 2.81 0.22 0.67 0.038 0.251 
47 183.78 1.00 0.383 3.02 0.17 0.72 0.042 0.29? 
48 190.54 0.99 0.393 3.11 0.22 0.69 0.040 0.282 
49 169.02 1.02 0.370 2.93 0.16 0.66 0.035 0.231 
50 187.77 1.04 0.421 3.24 0.19 0.74 0.040 0.241 
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JiCC STUDY NUMBER 811Di? 

ORGAN/BODY WEIGHT RATIOS (%) 
AFTER 4 WEEKS 
FEMALES 

GROUP 3 (50 MG/KG) 

ANIMAL OVlllUES 
NUMBER 

46 0.048 
47 0.050 
48 0.061 
4.9 0.044 
50 0.062 

GROUP 4 (150 MG/KG) 

51 
52 
53 
54 
55 

ANIMAL 
NUMBER 

51 
52 
53 
54 
ss 

BODY W. 
(GRAM) 

185.73 
185.43 
159.44. 
178.97 

OVARIES 

0.053 
0.035 
0.045 
0.048 

BRAIN 

0.99 
0.94 
1.08 
1.00 

HEART 

0.353 
0.411 
0.376 
0.392 

LIVER KIDNEYS 

2.89 0.21 0.64 
2./8 0.22 0.67 
2.'72 0.21 0.71 
2.94 0.16 0.69 

Sanitized Version 

OW-IND - 10 
09-FEB-04. 

1\DRENALS SPLEEN 

0.039 0.219 
0.042 0.218 
0.044 0.209 
0.041 0.253 
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Sanitized Version 

IFF STUDY NUMBER 8 517 7 OW-IND - 11 
09-FES-04 

ORGAN/BRAIN WEIGHT RATIOS (%) 
AFTER 4 WEEKS 
FEMALES 

GROUP 1 (0 MG/KG) 

11NTI1AL BRAIN HEART LIVER THYMUS KIOOEYS ADRENALS SPLEEN OVARIES 
NUMBER (GRAM) 

31 1.82 43.581 305.67 29.81 75.81 4.408 34.380 4.793 
32 1.84 33.279 252.06 22.04 61.56 3.746 22.041 4.832 
33 1.83 35.068 281.59 21.10 72.55 3.836 29.699 5.205 
34 1.80 37.111 257.94 19.06 62.06 3.611 26.056 3.833 
35 1.81 41.966 333.96 17.89 68.36 4.141 27.002 5.743 

GROUP 2 (5 MG/KG} 

ANIMAL BRAIN HE4RT LIVER THYMUS KIDNEYS ADRENAI..S SPLEEN OVARIES 
NUMBER (GRAM) 

41 1.87 40.875 303.36 21.99 71.45 4.749 32.284 4.002 
42 1.89 40.053 288.52 20.42 68.04 2.751 .24.444 4.921 
43 1.86 39.580 294.29 24.82 72.97 3.716 32.741 5.924 
44 2.00 38.419 267.08 28.91 71.24 4.252 23.062 5.003 
45 1.88 41.189 286.84 18.63 6B.68 4.299 27.548 5.998 

GROUP 3 (50 MG/KG) 

ANIMAL BRAIN HEART 'l'FtYMUS KIDNEYS AD.RENALS SPLEEN OVARIES 
NUMBER (GRAM) 

46 1.79 34.283 284.92 22.72 67.6.2 3.853 25.461 4.913 
47 1.84 38.165 301.74 16.67 71.44 4.180 29.642 4.940 
48 1.88 39.777 314.98 22.68 69.62 4.036 28.571 6.213 
49 1.72 36.401 288.24 15.90 64.76 3.436 22.772 4.368 
50 1.94 40.638 312.76 18.36 71.40 3.909 23.251 6.019 

GROUP 4 (150 MG/KG) 

ANIMAL BRAIN HEART LJ:VER 'l'HYMtJS KIDNEYS ADRENALS SPLEEN 0\i'ARIES 
NUMBER (GAAMl 

51 
52 1.84 35.613 291.10 20.79 64.93 3.963 22.041 5.320 
53 1.74 43.825 295.75 23.95 71.45 4.423 23 . .205 3.733 
54 1. 73 34.664 251.22 19.33 65.74 4.051 19.271 4.109 
55 1.79 38.156 293.74 16.20 68.94 4.078 25.251 4.804 
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Sanitized Version 

OW-IND - 12 
09-FBB-04 

ORGAN WEIGHTS (GRAM) 
AFTER 6 WEEKS 
MALES 

GROUP· 1 (0 MG/KG) 

1\NIMAL BODY W. BRAIN LIVER 'I'ffi'Mt]S KIDNEYS ADRENALS SPLEEN 
NUMBER 

6 286.88 1.95 0.984 7.81 0.34 1.71 0.075 0.645 
7 338.79 2.02 1.178 8.54 0.44 2.05 0.070 0.692 
8 283.98 1.89 0.965 8.33 0.37 1.86 0.056 0.574 
9 299.33 1.95 0.917 7.01 0.47 1.63 0.058 0.720 

10 326.99 1.99 1.058 8.00 o.so 1.92 0.059 0.630 

ANIMAL TESTES EPIDID~D 

NUMBER 

6 3.55 1.239 
7 3.52 1.160 
8 3.27 1.320 
9 3.43 1.062 

10 3.46 1.004 

GROUP 4 (150 MG/KG) 

ANIMAL BODY W. BRAIN HEART LIVER TlMIDS KIDNEYS ADRENALS SI?LEEN 
NUMBER 

26 346.51 1.80 1.130 9.32 0.58 2.12 0.066 0.683 
27 322.76 1.90 1.074 9.22 0.42 1.86 0.076 0.733 
28 313.14 1.94 1.085 9.17 0.51 1.90 0.052 0.1555 
29 323.34 1.99 1.020 8.36 0.44 1.96 0.046 0.795 
30 335.15 1.86 1.204 . 9.15 0.34 1.92 0.058 0.639 

ANIMAL TESTES EPIDIDYMID 
NOMBER 

26 3.44· 1.111 
27 3.24 1.048 
28 3.34 1.091 
29 3.19 1.143 
30 3.17 1.162 
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Sanitized Version 

lliCC STUDY NUMBER 8!1177 OW-IND - 13 
09-FEB-04 

ORGAN/BODY WEIGHT RATIOS (%) 
AF'l'ER 6 WEEKS 
MALES 

GROUP 1 (0 MG/KG) 

ANlNAL BODY W. BRAIN HEART LIVER THYMUS KIDNEYS ADRENALS SPLEEN 

NUMBER (GRAM) 

6 286.88 0.68 0.343 2.72 0.12 0.60 0.026 0.225 
7 338.79 0.60 0.348 2.52 0.13 0.61 0.021 0.204 
8 283.98 0.66 0.340 2.93 0.13 0.65 0.020 0.202 
9 299.33 0.65 0.306 2.34 0.16 0.55 0.019 0.240 

10 326.99 0.61 0.323 2.45 0.15 0.59 0.018 0.193 

ANIMAL TESTES EPIDIDYMID 
NUMBER 

6 1.24 0.432 
7 l.G4 0.342 
B 1.15 0.465 
9 1.15 0.355 

10 1.06 0.307 

GROUP 4 (150 MG/KG) 

ANIMAL OODY W. BRAlN HEART 'LIVER TJMruS KIDNEYS ADRENALS SPLEEN 

NUMBER (GRAM) 

26 346.51 0.52 0.326 2.69 0.17 0.61 0.019 0.197 
27 322.76 0.59 0.333 2.86 0.13 0.58 0.024 0.227 
28 313.14 0.62 0.346 2.93 0.16 0.61 0.017 0.209 
29 323.34 0.62 0.315 2.58 0.13 0.61 0.014 0.246 
30 335.15 0.55 0.359 2.73 0.10 0.57 0.017 0.191 

ANIMAL TESl'ES EPIDIDYMID 
NUMBER 

26 0.99 0.321 
27 1.00 0.325 
28 1-.07 0.349 
29 0.99 0.353 
30 0.94 0.347 
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Sanitized Version 

STUDY NUMBER 7 m'l-IND - 14 
09-FEB-04 

ORGAN/BRAIN WEIGHT RATIOS (%) 
AFTER 6 WEEKS 
MALES 

GROUP 1 (0 MG/KG) 

ANIMAL BRAIN HEART LIVER THYMOS KIJ:NEYS ADRENAL$ SPLEEN TESTES 

NUMBER (GRAM) 

6 1.95 50.433 400.46 17.24 87.83 3.838 33.070 182.04 
7 2.02 58.438 423.50 21.81 101.77 3.468 34.304 174.68 
8 1.89 51.172 441.92 19.66 . 98.43 2.987 30.440 173.70 
9 1.95 47.063 359.88 24.16 83.89 2.978 36.943 176.24 

10 1.99 53.079 401.51 25.31 96.16 2.946 31.624 173.76 

ANIMAL EPIDIDYMID 
NUMBER 

6 63.496 
7 57.521 
8 70.016 
9 54.513 

10 50.374 

GROUP 4 (150 MG/KG) 

ANIMAL BRAIN HEART LIVER 'IHYMOS KIDNEYS ADRBNALS SPLEEN TESTES 

NUMBER (GRAM) 

26 1.80 62.733 511.08 32.44 117.66 3.686 37.911 191.05 
27 1.90 56.424 484.24 22.17 97.82 4.015 38.506 170.~3 

28 1.94 56.016 473.27 26.14 98.09 2.670 33.832 172.65 
29 1.99 51.161 419.22 21.87 98.45 2.313 39.904 159.97 
30 1.86 64.782 492.39 18.50 103.21 3.105 34.395 170.36 

ANIMAL EPIDIDYMID 
NUMBER 

26 61.679 
27 55.042 
2B 56.357 
29 57.342 
30 62.500 
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Sanitized Version 

TUDY NUMBER 8 7 OW-l.ND - 15 
09-FEB-04 

ORGAN WEIGHTS {GRAM) 
AFTER 6 WEEKS 
FEMALES 

GROUP 1 (0 MG/KG) 

ANIMAL BODY W. BRAIN HEART Ll:VER 'ffiYMUS KIDNEYS ADRENALS SPLEEN 
NUMBER 

36 190.99 1.91 0.771 5.73 0.45 1.24 0.075 0.449 
37 193.36 1.89 0.668 6.04 0.49 1.36 0.077 0.4.65 
38 180.41 1.77 0.676 4.73 0.39 1.14 0.058 O.Ul. 
39 211.21 1.87 0.690 5.83 0.53 1.45 0.079 0.464 
40 196.80 1.80 0.703 5.46 0.34 1.28 0.085 0.403 

ANIMAL OVARIES 
NUMBER 

36 0.108 
37 0.129 
38 0.106 
39 0.125 
40 0.088 

GROUP 4 (150 MG/KG) 

ANIMAL BODY W. BRAIN HEART LIVER 'ImMUS KIWEYS ADRENALS SPLEEN 
NUMBER 

56 186.21 1.88 0.696 5.26 0.42 1.30 0.073 0.510 
57 185.42 1.85 0.660 5.24 0.29 1.14 0.077 0.455 
58 212.07 1.94 0.698 7.79 0.33 1.50 0.095 0.571 
59 183.06 1.76 0.632 4.69 0.35 1.18 0.071 0.362 
60 207.00 1.80 0.828 6.00 0.44 . 1.34 0.074 0.460 

ANIMAL OVARlES 
NUMBER 

56 0.100 
57 0.117 
58 0.075 
59 0.147 
60 0.099 

232 



Sanitized Version 

7 OW-IND - 16 
09-FES-04 

ORGAN/BODY WEIGHT RATIOS (%) 
AFTER 6 WEEKS 
FEMALES 

GROUP 1 (0 MG/RG} 

ANIMAL BODY W. BRAIN LIVER THYM!JS KIDNEYS ADRBNALS SPLEEN 
NUMBER (GRAM) 

36 190.99 1.00 0.404 3.00 0.23 0.65 0.039 0.235 
37 193.36 0.98 0.345 3.12 0.25 0.'70 0.040 0.240 
38 180.41 0.98 0.374 2.62 0.22 0.63 0.032 0.228 
39 211.21 0.89 0.327 2.'76 0.25 0.69 0.037 0.219 
40 196.80 0.91 0.357 2.77 0.17 0.65 0.043 0.205 

ANIMAL OVARIES 
NUMBER 

36 0.057 
37 0.067 
38 0.059 
39 0.059 
40 0.045 

GROUP 4 (150 MG/KG) 

ANIMAL BODY W. BRAIN HEART LIVER 'I'HYMUS K.tr:m:Y'S ADRENALS SPLEEN 
NUMBER {GRAM) 

56 186.21 1.01 0.374 2.82 0.22 0.70 0.039 0.274 
57 185.42 1.00 0.356 2.83 0.16 0.61 0.041 0.246 
58 212.07 0.92 0.329 3.68 0.15 0.71 0.045 0.269 
59 183.06 0.96 0.345 2.56 0.19 0.65 0.039 0.198 
60 207.00 0.87 0.400 2.90 0.21 0.65 0.036 0.222 

ANIMAL OVARIES 
~ER 

56 0.054 
57 0.063 
58 0.035 
59 0.080 
60 0.048 
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09-FEB-04 

ORGAN/BRAIN WEIGHT RATIOS (%) 
AFTER 6 WEEKS 
FEMALES 

GROUP 1 {0 MG/KG) 

ANIMAL BRAIN HEART LIVER THYMUS KIDNEYS ADRENALS SPLEEN OV.ARIES 
NUMBER (GRAM) 

36 1.91 ·40.393 300.28 23.36 64.71 3.919 23.516 5.669 
37 1.89 35.388 319.88 26.00 72.08 4.092 24.629 6.848 
38 1.?7 38.174 267.02 22.16 64.56 3.266 23.212 5.995 
39 1.87 36.822 311.25 28.34 77.39 4.200 24.738 6.677 
40 1.80 39.049 303.04 18.96 71.18 4.694 22.380 4.871 

GROUP 4 (150 MG/KG) 

ANIMAL BRAIN HEART LlVER THYMUS KIDNEYS ADRENALS SPLEEN OVARIES 
NUMBER (GRAM) 

56 1.88 37.068 280.20 22.29 69.38 3.878 27.175 5.327 
57 1.85 35.660 283.58 15.87 61.38 4.136 24.619 6.316 
58 1.94 35.944 401.63 16.86 77.43 4.870 29.441 3.844 
59 1. 76 35.810 265.69 19.69 67.15 3.995 20.532 8.336 
60 1.80 46.040 333.48 24.52 /4..67 4.091 25.563 5.481 
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SUMMARY OF PARAMETERS {MINIMUM REQUIREMENT FOR EACH ANIMAL) 

OBSERVATIONS: DAILY CAGE~SIOE (0), PRETEST (P), WEEKLY (W) AND FOB (F) 
SCORE PARAMETER 0 p w w w F Comments 

1 2 3 4 
APPEARANCE 1~3 Piloerection X X X X X X None 

1~3 Salivation X X X X X X None 
1 Hunched oosture X X X X X X None 

MOTOR 1~3 Ataxia X X X X X X None 
1-3 Tremor/twitching X X X X X X None 
1 Prostration X X X X X X None 
1 Circling X X X X X None 
1-3 Spasm X X X X X None 

BEHAVIOR 1-3 Hyperactivity X X X X X X None 
1-3 Somnolence X X X X X X None 
1-3 Increased exploration X X X X X None 
1-3 Reduced grooming X X X X X None 
1-3 Vocalisation X X X X X None 

RESPIRATION 1 Dyspnea X X X X X X None 
1 Tachypnea X X X X X X None 
1 Bradypnea X X X X X X None 

REFLEXES 1 Blink X X X X X None 
1 Pinna X X X X X None 
1 Iridic light reflex X X X X X None 
1 Push-off (hind leg) X X X X X None 
1 Pain response X X X X X None 
1 Startle/hearing X X X X X None 

Miscellaneous 1-3 Lacrimation X X X X X None , Limbs cyanotic X X X X X None 
1 Mydriasis X X X X X None 
1 Miosis X X X X X None 
1 Exophthalmos X X X X X None 
1-3 Reduced muscle tone X X X X X None 

NB. Findings described as 'Study-specific' include abnormal findings which were detected during daily 
observation of the standard parameters and subsequently tracked throughout the study for onset in 
other animals and progression/regression in the afflicted animals. Parameters marked with ·x· were 
specifically observed tor presence or absence. 'Study specific' findings marked with ·x· were observed 
in the week noted, and no longer evident if 'X' did not appear in subsequent weeks. 'Cage-specific' 
findings {if present) re1er to observations which could not be ascribed to a single animal in the cage 
and were therefore ascribed to atl individuals in the cage. 

X: observed 
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BACTERIOLOGICAL ASSAY OF DRINKING WATER, ITINGEN 

Official Laboratory 

Basel-landschaft 

Sampling point: 

Sampled on: 

Sample: 

Time of sampling 
Water temperature C'C) 

BACTERIOLOGICAL TEST: 

Aerobic mesophilic bacteria I ml 
E.coli /100 ml 
Enterococci /100 ml 

ASSESSMENT: 

Uestal, 08.07.2003 

Ref.no. 200026561 

59.99.N 

08.07.2003 

7.40-8.05 
15.9 

110 
0 
0 

Net water RCC Ltd, ltingen, 
Room No.10 

At the time of sampling, the tested bacteriological parameters met the requirements for 
drinking water according to article 275 of the "Eidg. Lebensmittelverordnung". 

A1T AOOMlNT PA<illi 63·7 
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CHEMICAl WATER ANAlYStS, ITINGEN 

Official Laboratory 
Basei-Landschaft 

Sampling point: 

Sampled on: 

Time of sampling 

Water temperature C'C) 

CHEMICAL TEST: 

Appearance 
Odor 
Taste 
UV-absorption at 254 nm/1 00 em 
Conductivity 
Oxygen demand 
Turbidity 
Chloride 
Nitrate 
Sulphate 
Nitrite 
Total hardness 
Alkaline hardness 
Non carbonate hardness 
Calcium 
Magnesium 

ASSESSMENT: 

(KMn04 cons.) 
FNU 
CJ· 
N03· 
so4 -

No2-

f,IS/cm 
mg/1 

mg/1 
mgll 
mg/1 
mgll 
fr.H" 
fr.H" 
fr.H" 
mgJJ 
mglf 

Liestal, 08.07.2003 
Ref.no. 200026562 

59.99.N. Net water 
RCC Ltd, ltingen, Room no. 10 
08.07.2003 

7.40-8.05 

15.9 

clear, colourless 
not remarkable 
not remarkable 

1.59 
730.0 

1.8 
0.14 

21.8 
20.6 

112.5 
<0.005 
39.6 
27.2 
12.4 

137.3 
12.8. 

At the time of sampling, the tested chemical parameters met the requirements tor drinking water according to article 275 of the .. Eidg. i.ebensmittelverordnung". 
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CONTAMINANT ASSAY OF DRINKING WATER, ITINGEN 

RCC Study No.: 904994 

Date of Sampling: 08.07.2003 

Sample: H20. RCC Ltd, ltingen. Room No. 10 

PARAMETER ASSAY LEVEL LIMIT* 
pg/l J.191l 

Lindane <0.05 0.1 

Heptachlor <0.05 0.1 

Malathion < 0.05 0.1 

DDT, total < 0.05 0.1 

Dieldrin <0.05 0.1 

Cadmium < 0.5 5 

Arsenic <3 50 

Lead <3 50 

Mercury < 1 1 

Selenium <3 10 

Copper <4 1500 

PCBs < 0.05 0.1 
{28, 52, 101, 138, 153, 180) 

Nitrosamines. total < 0.002 ........ _ 
. {DMN, DEN. NPIP, NMORPH) 

< 0.05 =less than 0.05 microgram per liter 

* Schweizer Lebensmittelbuch 

July 23. 2003 

signed K. Bied~rmann 
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BACTERIOLOGICAL ASSAY OF DRINKING WATER,ITINGEN 

Official Laboratory 

Basei-Landschaft 

Sampling point 

Sampled on: 

Sample: 

Time of sampling 
Water temperature (°C} 

BACTERIOLOGICAL TEST: 

Aerobic mesophilic bacteria I mJ 
E.coli /100 ml 
Enterococci /100 ml 

ASSESSMENT: 

Liestal, 08.07.2003 

Ref.no. 200026561 

59.99.N 

08.07.2003 

7.40-8.05 
15.9 

110 
0 
0 

Net water RCC Ltd, ltingen, 
Room No. 10 

At the time of sampling, the tested bacteriological parameters me1 the requirements for 
drinking water according to article 275 of the "Eidg. Lebensmittelverordnung". 
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CHEMICAL Vt(ATER ANALYSIS, ITINGEN 

Official laboratory 
Basel-landschaft 

Sampling point: 

Sampled on: 

Time of sampJ;ng 

Water temperature (°C) 

CHEMICAL TEST: 

Appearance 
Odor 
Taste 
UV-absorption at 254 nm/1 00 em 
Conductivity 
Oxygen demand 
Turbidity 
Chloride 
Nitrate 
Sulphate 
Nitrite 
Total hardness 
Alkaline hardness 
Non carbonate hardness 
Calcium 
Magnesium 

ASSESSMENT: 

(KMn04 cons.) 
FNU 
CJ· 
N03• 

so.--
NO:i 

ca++ 
Mg++ 

JJS/cm 
mgn 

mgJJ 
mg/1 
mgll 
ing/1 
fr.HD 
fr.H 11 

fr.H 0 

mg/1 
mg/1 

Uestal, 08.07.2003 
Ref.no.200026562 

59.99.N, Net water 
RCC Ltd, ltingen, Room no. 10 

08.07.2003 

7.40-8.05 

15.9 

clear. colourless 
not remarkable 
not remarkable 

1.59 
730.0 

1.8 
0.14 

21.8 
20.6 

112.5 
<0.005 
39.6 
27.2 
12.4 

137.3 
12.8 

At the time of sampling, the tested chemical parameters met the requirements for drinking 
water according to article 275 of the .. Eidg. lebensmittelverordnung". 
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CONTAMINANT ASSAY OF DRINKING WATER, ITINGEN· 

RCC Study No.: 904994 

Date of Sampling: 08.07.2003 

Sample: H20. RCC ltd, ltingen, Room No. 10 

PARAMETER ASSAY LEVEL LIMIT'* 
J.19ll pg/1 

Lindane <0.05 0.1 

Heptachlor <0.05 0.1 ., 

Malathion <0.05 0.1 

DOT, total < 0.05 0.1 

Dieldrin <0.05 0.1 

Cadmium < 0.5 5 

Arsenic <3 so 

Lead <3 50 

Mercury < 1 1 

Selenium <3 10 

Copper <4 1500 

PCBs < 0.05 0.1 
{28, 52, 101, 138, 153, 180) 

Nitrosamines. total < 0.002 --
(OMN, DEN, NPIP, NMORPH) 

< 0.05;:;; less than 0.05 microgram per liter 

• Schweizer Lebensmittetbuch 

July 23, 2003 

signed K. Biedermann 
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t!!.CC STUDY NUMBE,1277 

ANALYTICAL TEST REPORT 

ACC Study 847194 
19_08.03 

Prepared for 

Attention of 

Materials tested 

Test performed 

Test results 

Submitted 

Issued by 

PROVJMf KLIBA AG 
4303 Kaiseraugst 

Dr. Isler 

KLIBA-NAFAG 3433, 
Batch 54/03 vom 14.08.03 

AAS. GC. GC-MS, HPLC 

See attached Table 1 

E. Dettwiler 

K. Biedermann 

~~~-....... -
September 01, 2003/bon 
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RCC Study 847194 
19.08.03 

Table 1 ·Test Results KUBA-NAFAG 3433, 
Batch 54/03 vom 14.08.03 

PARAMETER ASSAY LEVEL 
mglkg 

A11atoxins (81, 82, G1, G2), total < 0.001 
Estrogens (DES, Hexestrol, Dienestrol), total < 0.001 
Lindane 0.005 
Heptachlor < 0.005 
Malathion < 0.5 

DOT, total < 0.025 

Dieldrin < 0.005 
Cadmium 0.02 

Arsenic < 0.15 
Lead < 0.25 
Mercury <0.05 

Selenium <0.15 
Copper 13 

PCBs < 0.025 

Nitrosamines (DMN, DEN, NPIP, NMORPH). total < 0.002 

< 0.001 =less than 0.001 milligram per kilogram 
= USP EPA, Federal Register, Vol. 44, No. 91, May 9, 1979 

Sanitized Version 

LIMIT"' 
mglkg 

0.005 

0.001 

0.02 

0.02 

2.5 

0.100 

0.02 

0.160 

1.0 

1.5 

0.1 

0.6 

·---
0.05 

0.010 

ATTACHMENT PA'Gi 69'S 

247 



Sanitized Version 

STUDY NUMB 277 

ANALYTICAL TEST REPORT 

RCC Study 84 7194 
24. November 2003 

Prepared for 

Attention of 

Materials tested 

Test performed 

Test results 

Submitted 

Issued by 

PROVIMI KLIBA AG 
4303 Kaiseraugst 

Or. Isler 

KLIBA-NAFAG 3433 
Batch 78/03 vom 13.11.03 

MS, GC, GC-MS, HPLC 

See attached Table 1 

E. Dettwiler 

K. Biedermann 

· ATTACHMeNt PAGE 696 
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RCC Study 847194 
24. November 2003 

Table 1 -Test Results KUBA·NAFAG 3433 
Batch 78/03 vom 13.11.03 

PARAMETER ASSAY LEVEL 
mg/kg 

Aflatoxins (81, 82, G1, G2), total < 0.001 
Estrogens (DES, Hexestrol, Dienestrol). total < 0.001 

Lindane < 0.005 
Heptachlor < 0.005 
Malathion < 0.5 
DDT, total < 0.025 
Dieldrin < 0.005 
Cadmium 0.03 
Arsenic < 0.15 
Lead 0.27 

Mercury <0.05 
Selenium < 0.15 

Copper 16 

PCBs < 0.025 
Nitrosamines (DMN, DEN. NPIP, NMORPH). total < 0.002 

< 0 001 = less than 0.001 milligram per kilogram = USP EPA, Federal Register, Vol. 44, No. 91. May 9, 1979 

Sanitized Version 

LIMIT* 
mg/kg 

0.005 

0.001 

0.02 

0.02 

2.5 

0.100 

0.02 

0.160 

1.0 

1.5 

0.1 

0.6 

-
0.05 

0.010 
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GOOD LABORATORY PRACTICE 

1.1 STATEMENT OF COMPLIANCE 

RCC STUDY NUMBER: 

STUDY DIRECTOR: 

TEST ITEM: 

PRINCIPAL INVESTIGATOR: 

STUDY TITLE: 

851277 

Dr. P. Gretener 

28-Day Oral Toxicity (Gavage) Study 
in the Wistar Rat 

This clinical diagnostic phase has been performed in compliance with the: 

Swiss Ordinance relating to Good Laboratory Practice, adopted February 2nd, 2000 
[RS 813.016.5]. This Ordinance is based on the OECD Principles of Good Laboratory 
Practice, as revised in 1997 and adopted November 261

h, 1997 by decision of the OECD 
Council [C (97) 186/Final]. 

Principal Investigator: 

ATTACHMSNT PAG! 701 
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1.2 CLINICAL LABORATORY INVESTIGATIONS 
Blood and urine sampling: After 4 weeks: 21 January 2004 (Allocation A and B) 

After 6 weeks: 04 February 2004 (Allocation B) 

Blood samples for hematology and clinical chemistry were collected from all animals from 
the retro-orbital plexus under light isoflurane anesthesia. The animals were fasted for 
approximately 18 hours before blood sampling but allowed access to water ad libitum. 
Blood samples were collected early in the working day to reduce biological variation 
caused by circadian rhythms. 

Urine was collected into specimen vials during the 18-hour fasting period while animals 
were housed in metabolism cages. 

In the summary and individual tables the names of some parameters have been 
abbreviated. Any abbreviation has been defined in this section. Clinical laboratory data 
are expressed, with a few exceptions, in general accordance with the International System 
of Units (SI). 

Key to abbreviations of units: 

' liter g gram m mitri (10"3
} 

mol mole kg kilogram 1.1 micro (10"6
) 

sec second T tera (1012
) n nano (10-9

) 

osm osmol G giga (10'1 p pica (10"12
) 

u Unit f femto (10"15
) 

General remarks: 
n.d. = not determined, no value measured for this parameter 
Reference values generally depend on the method used for analysis. The assignment is given by a 
method code. 

1.2.1 HEMATOLOGY 

The following anticoagulants were used during blood collection: 
Complete blood cell count Di-potassium-EDT A 
Methemoglobin Lithium heparin 
Coagulation Sodium citrate, 3.8% (1 part anticoagulant to 9 parts blood) 

Complete blood cell count Method 
Parameter Abbreviation Unit code Instrumentation 

Erythrocyte count RBC T/1 M01 Advia 1201 

Hemoglobin Hb mmoiJI M01 Advia 120 
Hematocr.t Hct rel.1 M01 Advia 120 
Mean corpuscular volume MCV fl M01 Advia 120 
Red cell volume distribution width ROW rel.1 M01 Advia 120 
Mean corpuscular hemoglobin MCH fmol M01 Advia 120 

1 
AOVIA 120 hematology system (Bayer) 

ATTACflMJ!NT PAG-! 7~ 
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Complete blood cell count Method 
Parameter Abbreviation Unit code Instrumentation 

Mean corpuscular hemoglobin MCHC mmoVI M01 Advia 120 
concentration 

Hemoglobin concentration HOW mmol/1 M01 Advia 120 
distributicn width 

relative absolute 

Reticulocyte count Reti rel.1 G/1 M02 Advia 120 
Reticulocyte maturity index L Reti ref.1 M01 Advia 120 
(low. medium, high fluorescence) M Reti rel.1 M01 Advia 120 

H Reti rel.1 M01 Advia 120 

Leukocyte count,· total WBC G/1 M01 Advia 120 

Differential leukocyte count relative absolute Advia 120 
Neutrophils Neut rel.1 G/1 M01 Advia120 
Eosinoph:ls Eos rel.1 G/1 M01 Advia 120 
Basophils Baso rel.1 Gil M01 Advia 120 
Lymphocytes Lympho rel.1 G/1 M01 Advia 120 
Monocytes Mono rel.1 G/1 M01 Advia 120 
Large unstained cells luc rel.1 Gil M01 Advia 120 

Platelet count Pit Gil M01 Advia 120 

Hemoglobin derivatives 
Method lnstru-

Parameter Abbreviation Unit Method code mentation 

Methemoglobin MetHb rei. 1 Spectrometry. results given as M01 OSM32 

ratio of total hemoglobin 

Coagulation 
Method lnstru-

Parameter Abbreviation Unit Method code mentation 

Prothrombin time PT rei. 1 Clotting assay, recombinant M01 STA3 

(=Thromboplastin time) thromboplastin reagent 
Results as ratio of normal 
activity 

Activated partial PTT sec Clotting assay, synthetic M01 
STA thromboplastin phospholipid reagent, colloidal 

time silica activator 

2 Hemoximeter OSM3 

3 STA-compact analyzer (Roche Diagnostics) 

ATTACHMINT PAG! '103· 
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1.2.2 CLINICAL CHEMISTRY 

Lithium heparin was used as anticoagulant during blood collection. 

Parameter 
Abbre-

Unit Method Method lnstru-
viation code mentation 

Glucose Glue mmol/1 Hexokinase/G6P-DH M01 Hitachi9174 

Urea Urea mmolfl Urease/GLDH M01 Hitachi 917 

Creatinine Great J.lmol/1 Enzymatic colorimetric test M01 Hitachi 917 

Bilirubin, total Bili-tot J.tmol/1 Reaction with 2,5-Dichloro- M01 Hitachi 917 
phenyl-diazonium salt 

Cholesterol, total Chol mmoJJf Enzymatic, CHOD/PAP M01 Hitachi 917 

Triglycerides Trigly mmofll Glycerol-Kinase M01 Hitachi 917 
GPO/PAP method 

Phospholipids Phos-lip mmol/1 Phospholipase- M01 Hitachi 917 
Cholinoxidase-
Peroxidase-reaction 

Aspartate ASAT U/1 MDH/NADH coupled reaction M01 Hitachi 917 
aminotransferase 3-r'C 

EC 2.6.1.·1 

Alanine ALAT U/f LDH/NADH coupled reaction M01 Hitachi 917 
aminotransferase 37°C 

EC2.6.1.2 

Lactate LDH Ulf NAOH/LDH coupled reaction M01 Hitachi 917 
dehydrogenase 37°C using pyruvate as substrate 
EC 1.1.1.27 

Glutamate GLDH Ull Standard method, optimized M01 Hitachi 917 
dehydrogenase 37°C (OGKC) 
EC 1.4.1.3 

Alkaline AlP U/1 p-Nitrophenyl-phosphate as M01 Hitachi 917 
phosphatase 370C substrate 
EC 3.1.3.1 

Gamma-:-9lutamyl GGT Ull Substrate: L-gamma- M01 Hitachi 917 
transferase 37°C glutamyl-3-carboxy-
EC 2.3.2.2 4-nitroanilide 

Creatine kinase CK U/1 HK/ATP and G6P- M01 Hitachi 917 
EC2.7.3.2 37ec DH/NADPH 

coupled reaction method 

Sodjum Na+ mmol/1 Jon selective electrode M01 Hitachi 917 

Potassium K+ mmol/1 len selective electrode M01 Hitachi 917 

Chloride ct- mmol/1 lon selective electrode M01 Hitachi 917 

4 
Hitachi 917 analyzer, Roche Diagnostics 

ATTACMMI!NT PA62 104 

256 



Sanitized Version 

zcc SIUDY NUMBE,1277 7 

Parameter 
Abbre-

Unit Method 
Method lnstru-

viation code mentation 

Calcium Ca++ mmol/1 o-Cresotphthalein M01 Hitachi 917 
complexone method 

Phosphorus P04-in mmol/1 Phosphomolybdate reaction M01 Hitachi 917 
inorganic 

Protein, total Prot gil Biuret reaction M01 Hitachi 917 

·Albumin Alb g/1 Bromocresol green method M02 Hitachi 917 

Globulin Glob gil Calculated value M02 
(Total protein minus Albumin) 

Albumin/Globulin NG reJ.1 Calculated value M02 
Ratio (Albumin/Globulin) 

An'ACHMI!NT PAGE 705 
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1.2.3 URINALYSIS 

Physical examination 
Method 

Parameter Abbreviation Unit Method /Instrumentation code 

Urine volume (18-hour) Volume 

Relative Density Rei dens 
(= Specific gravity) 

Color Color 

Appearance 

NORMAL 
CO LESS 
YE/BR 
YEIGR 
RED 
BROWN 
REIBR 

Appear 

colorless 
yellow-brown 
yellow-green 

red-brown 

ml Gravimetric5 M01 

rel.1 Refractometer6 M01 

Visual inspection 

Visual inspection 

The following urine components were investigated using a semi-automated test strip 
analyzer Miditron (Roche Diagnostics) applying reflectance spectroscopy. Results are 
given as discrete values representing a concentration range (semi-quantitative results). 

Chemical examination 
Method 

Parameter Abbrevition Unit Set points code 

pH-value pH 5.0. 6.0. 6.5, 7.0. 8.0, 9.0 M01 

Nitrite NIT score 0 (negativ:e), 1 (positive) M01 

Protein PRO gil o. 0.25, 0. 75, 1.50, 5.00 M01 

Glucose GLU mmol/1 0,3,6, 17.56 M01 

Ketones KET mmol/1 0, 0.5, 1.5, 5.0, 15.0 M01 

Urobilinogen UBG ~moll! 0, 17.68,135,203 M01 

Bilirubin BIL j.Jmol/1 0, 17,50,100 M01 

Erythrocytes ERY per lJI 0, 10,25,50,150,250 M01 

Leukocytes LEU per lJI 0,25,100,500 M01 

5 
Mettler balance 

6 
Clinical Refractometer SU-202. Krenco 

7 
Miditron semi-automated urine chemistry analyzer and reagent test strips, Roche Diagnostics 

ATTA'CHMffN't PAGI10$ 

lnstru-
mentation 

Miditron7 

Miditron 

Miditron 

Miditron 

Miditron 

Miditron 

Miditron 

Miditron 

Miditron 
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1.3 HEMATOLOGY (MEANS) 

1ft: T/1 

WE< 5 ~ 
S.D. 

N 

m 7 l'fAN 
S.D. 

N 

tb ll'lroltl 

W':B( 5 I9H 
S.D. 

N 

w:ec 7 !£All 
S.D. 

N 

ijj: rel. 1 

\tlB( 5 l'f}H 

S.D. 
N 

m 7 tENf 
s.o. 

N 

1'()1 fl 

WE< 5 I£M 
S.D. 

N 

&u.p 1 
fmtrol 
0 ng/kg 

8.558 a 
0.237 

10 

8.328 a 
0.133 

5 

10.04 a 
0.42 

10 

9.&J a 
0.31 

5 

0.4750 a 
0.0172 

,0 

0.4400 a 
0.01~ 

5 

55.62 k 
1.59 

10 

Gr~2 

5 ~~gll<g 

8.536 
0.237 

5 

10.18 
0.29 

5 

0.4760 
0.0114 

5 

55.90 
0.85 

5 

Grtq>3 

50ng/f<D 

8.468 
0.182 

5 

10.08 
0.23 

5 

OA750 
0.0100 

5 

56.30 
0.35 

5 

Gro..p 4 

150agfl<g 

8.434 
0.327 

10 

8.256 
0.397 

5 

10.05 
0.36 

10 

9.30 
0.39 

5 

0.4720 
0.0155 

10 

0.4430 
0.0217 

5 

56.15 
1.70 

10 

Sanitized Version 
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r!sCC STUDY NUMBE'e1277 

'fiC{ fl 

\H)( 7 l'fA'l 
S.D. 

N 

r6l rel. 1 

WE< 5 ~ 
S.D. 

H 

rEB< 7 tell 
S.D. 

N 

tOi fnol 

~ 5 fEAN 
S.D. 

N 

\tHJ( 7 tfJW 
S.D. 

N 

trn:: IIIIXJln 

\fB( 5 I'EPH 
S.D. 

N 

WE< 7 ~ 
S.D. 

N 

53.82 a 
1.87 

5 

0.1252 a 
0.0163 

10 

0.1278 a 
0.0102 

5 

U75a 
0.035 

10 

1.1)j a 
0.037 

5 

21.132 a 
0.313 

10 

21.172 a 
0.449 

5 

taatology (oms) 

Gro.p 2 

5 ng/kg 

0.1368 
0.0261 

5 

1.192 
0.033 

5 

21.356 
0.385 

5 

Gro.p 3 

50 ag/l<q 

0.1100 
0.0157 

5 

1.100 
0.012 

5 

21.122 
0.275 

5 

~4 

150~1~ 

53.68 
1.03 

5 

0.1249 
0.0270 

10 

0.1180 
0.0034 

5 

1.19'1 
0.048 

10 

1.124 
0.022 

5 

21.218 
0.318 

10 

20.896 
0.335 

5 

Sanitized Version 
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~CC STUDY NUMBE'JI277 

tol IIJ!Olll 

WE< 5 tfloH 
S.D. 

N 

\rEB( 7 feN 
s.o. 

N 

Reti rel. 1 

WE< 5 H:AN 
S.D. 

N 

WE( 7 t9H 
S.D. 

N 

Reti Gil 

tal( 5 tfNi 
S.D. 

N 

W:B< 7 1'fA'I 
S.D. 

N 

l Reti rel. 1 

WE< 5 f'fJN 
S.D. 

N 

Grat.p 1 
O:ntrol 
0 ~/l<g 

1.7C6 a 
0.135 

10 

1.548 a 
0.113 

5 

0.0258 a 
0.0031 

10 

0.0210 a 
0.0021 

5 

221.1 a 
27.2 

10 

173.8 a 
17.0 

5 

0.6632ad 
0.0318 

10 

Gro..p 2 

5 ng/kg 

1.732 
0.110 

5 

0.0228 
0.0022 

5 

t9i.O 
21.6 

5 

0.6972 
0.0304 

5 

Gro.p 3 

50 ng/lcg 

1.696 
0.120 

5 

0.0232 
0.0046 

5 

194.4 
34.7 

5 

O.fm4 
0.0538 

5 

Qup4 

150ng/lo;J 

1.687 
0.115 

10 

1.536 
0.004 

5 

0.0244 
0.0028 

10 

0.0222 
0.0026 

5 

205.9 
22.6 

10 

182.8 
14.4 

5 

0.6305 
0.0414 

10 

Sanitized Version 
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RCC STUDY NUMBE_!!!t277 I! - . ·-· 

l Reti rel. 1 

lfiJ( 7 tEAN 
S.D. 

N 

H Reti rel. 1 

WE< 5 ~ 
S.D. 

N 

WB( 7 r9N 
S.D. 

N 

H Reti rel. 1 

1Im< 5 IE4H 
S.D. 

N 

WE< 7 tEM 
S.D. 

N 

wt Gil 

WE< 5 tfA'ol 
S.D. 

N 

WE< 7 I'EAN 
S.D. 

N 

~1 
Ccntrol 
ODJI~ 

0.4700 a 
0.0451 

5 

0.3159 a 
0.0323 

10 

0.363400 
0.0129 

5 

0.0201 a 
O.OC64 

10 

0.1610oct 
0.0417 

5 

6.991 a 
1.005 

10 

5.870 a 
0.900 

5 

t8mo logy (llealS) 

Gra.p 2 

5 ng/kg 

0.2878 
0.0289 

5 

0.0148 
0.0046 

5 

5.602 
1.886 

5 

Gm.p3 

50;g/kg 

0.3166 
0.0397 

5 

0.0228 
0.0149 

5 

7.424 
1.934 

5 

Gra.p 4 

150wg/l<g 

0.4268 
0.0395 

5 

0.3412 
0.0340 

10 

0.3412* 
0.0113 

5 

0.0283 
0.01t1 

10 

0.2324* 
0.0361 

5 

6.603 
1.143 

10 

6.fm 
1.007 

5 

Sanitized Version 
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l!jCC STUDY NUMBE~277 

Nwt rel. 1 

WE< 5 ~ 
S.D. 

H 

\rf8( 7 JIEA'l 
S.D. 

N 

Eos rel. 1 

W!K 5 t£N{ 

S.D. 
N 

w:s< 7 ~ 
S.D. 

N 

ll<® rel. 1 

\ff.K 5 !'fAA 
S.D. 

N 

\rffi( 7 I1:AH 
s.o. 

N 

L~ rel. 1 

WE( 5 tfJN 
s.o. 

N 

Q-O,f) 1 
Cootrol 
0 ~~g/l<g 

0.1684 k 
0.0288 

10 

0.1Jllad 
0.0135 

5 

0.0100 k 
0.~ 

10 

0.009400 
0.0032 

5 

OJJJ37 a 
0.0012 

10 

0.0022 a 
O.o:x>4 

5 

o.n99 k 
0.0200 

10 

Halratol~ (lreiflS) 

~2 

5 ~~g/l<g 

0.2"»1 
0.1006 

5 

0.0184 
0.0133 

5 

0.0034 
0.0013 

5 

0.7124 
0.1818 

5 

0.1420 
0.0173 

5 

0.0132 
0.0019 

5 

0.0044 
0.0013 

5 

0.8102 
0.02t1 

5 

G1x.p 4 

150f9/ltq 

0.1$4 
0.0210 

10 

0.1630" 
0.0357 

5 

0.0143 
0.0049 

10 

o.oroa .. 
0.0050 

5 

0.0033 
O.<XX>9 

10 

0.0022 
O.C008 

5 

0.7974 
0.0245 

10 

Sanitized Version 
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L~ rel. 1 

WE< 7 

l'b1o rel. 1 

WE( 5 

w:fK 7 

lu:: rel. 1 

w:EK 5 

w:ac 7 

Nrut Gil 

\tHK 5 

WB< 7 

I9H 
S.D. 

N 

I'EN4 
S.D. 

N 

ten 
S.D. 

N 

I£&H 
S.D. 

N 

lfAN 
s.o. 

N 

~ 
S.D. 

N 

I£6H 
S.D. 

N 

Q-a.p 1 
tootrol 
0 llt)lkg 

0.8400ad 
0.0149 

5 

0.0204 k 
0.0043 

10 

0.0186 k 
OJXl19 

5 

0.0100 a 
0.0039 

10 

0.0094 a 
O.OOll 

5 

1.186 k. 
0.325 

10 

0.70000 
0.170 

5 

Hmlatology (rrecns) 

0.0256 0.0198 
0.0121 O.OC68 

5 5 

0.0102 0.0108 
0.0029 0.0016 

5 5 

1.006 t.050 
0.361 0.284 

5 5 

~4 

15011g/~ 

0.7826• 
0.0423 

5 

0.0190 
0.0031 

10 

0.0208 
0.(XX)1 

5 

o.coos 
0.0021 

10 

0.0106 
<L0044 

5 

1.015 
0.110 

10 

1.ora· 
0.234 

5 

Sanitized Version 
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~1277 

Eos Gil 

WIK 5 teN 0.118 a 
S.D. 0.047 

H 10 

WE< 7 .ten 0.054ad 
s.o. 0.017 

H 5 

Baso Gil 

WE< 5 ~ 0.021 a 
S.D. 0.008 

N 10 

w:a< 7 f'Em 0.014 a 
S.D. 0.005 

N 5 

l~ Gil 

\oEB( 5 t'fiH 5.442 a 
S.D. 0.711 

N 10 

\oHJ( 7 ~ 4.926 a 
S.D. 0.798 

H 5 

ttro Gil 

\ft)( 5 t£Nf 0.145 a 
S.D. 0.040 

N 10 

taatology (nems) 

Gra..p 2 

5~g/fr{J 

0.084 
0.011 

5 

0.020 
0.014 

5 

4.248 
1.948 

5 

0.126 
0.030 

5 

Gro..p 3 

f.OIIJ/kg 

0.098 
0.037 

5 

0.034 
0.011 

5 

6.022 
1.592 

5 

0.146 
0.050 

5 

fro.p 4 

150 ng/kg 

0.005 
0.032 

10 

0.142 •• 
0.~ 

5 

0.024 
0.010 

10 

0.014 
0.005 

5 

5.282 
1.033 

10 

5.254 
0.965 

5 

0.126 
0.028 

10 
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~CC STUDY NUMBER !!:1277 

tkm Gil 

WE< 7 ~'Em 
S.D. 

N 

l..oc 611 

w:EJ( 5 ~ 
S.D. 

N 

WfX 7. f9H 
S.D. 

N 

Plt Gil 

WE< 5 I'&W 
S.D. 

H 

WB< 7 9 
S.D. 

N 

tletlb rel. 1 

WE< 5 tEIW 
S.D. 

N 

w:rx 7 t9N 
S.D. 

N 

&up 1 
Ccntrol 
0 ng/I<{J 

0.112 a 
0.028 

5 

0.075 a 
0.03) 

10 

0.054 a 
0.021 

5 

1109.1 a 
132.0 

tO 

960.6 a 
114.5 

5 

O.<Xm a 
0.00)7 

10 

0.0092 a 
0.~ 

5 

Grap 2 

5ng/kg 

0.000 
0.029 

5 

1013.6 
142.0 

5 

0.0098 
O.OC04 

5 

0.082 
0.029 

5 

1007.4 
64.5 

5 

0.(004 
0.0015 

5 

~4 

1501191~ 

0.138 
0.033 

5 

0.002 
0.015 

10 

0.070 
0.038 

5 

1008.5 
83.9 

10 

1051.6 
101.2 

5 

0.0035 
O.OC06 

10 

O.OCGS 
o.ocoo 

5 

Sanitized Version 
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eCC STUDY NUMBE11277 

PT rel. 1 

I9H 
s.o. 

N 

\1$ 7 tEA'i 
S.D. 

N 

PTT sec 

\rEEK 5 I'EAH 
S.D. 

N 

l'fHj 

S.D. 
N 

Statistical key: ~A 

Q-ocp 1 
Cart:rol 
0 ng/l<ij 

0.883 a 
0.051 

10 

O.sa> a 
- 0.073 

5 

20.94 a 
4.77 

10 

19.88 a 
5.63 

5 

Gnx.p 2 

5 DJikg 

0.910 
0.004 

5 

24.32 
6.00 

5 

0.878 
0.079 

5 

21.22 
6.17 

5 

Gra.p 4 

150 rrg/lcg 

0.004 
0.036 

10 

0.834 
0.045 

5 

21.96 
5.82 

10 

22.00 
4.74 

5 

Sanitized Version 
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m; Til 

WE< 5 f£AN 
S.D. 

N 

\1m< 7 f'EAI( 

S.D. 
N 

lb 111101/1 

WE< s tfNi 
S.D. 

N 

w:EK 7 foEPN 
S.D. 

N 

ttt rel. 1 

\£B( 5 f'9N 
S.D. 

N 

w=fK 7 ~ 
S.D. 

N 

ttV fl 

WE< 5 tENf 
S.D. 

N 

Q-a.p1 
O:ntro1 
0 ~/kg 

8.070 a 
0.3C6 

10 

7.688 a 
0.402 

5 

9.67ad 
0.22 

10 

9.~a 
0.20 

5 

0.4500a;i 
0.0105 

10 

0.4340 a 
0.0114 

5 

55.96 a 
1.47 

10 

teRatology (lfSlSI 

7.863 
0.195 

4 

9.l7" 
0.17 

4 

0.4325· 
0.0126 

4 

55.10 
1.10 

4 

8.162 
0.170 

5 

9.44 
0.15 

5 

0.4520 
O.CX&t 

5 

55.38 
1.30 

5 

~4 

15011VJ/I<g 

8.001 
0.333 

9 

7.812 
0.4C1 

5 

9.60 
0.26 

9 

9.16 
0.20 

5 

0.4456 
0.0101 

9 

0.4360 
0.0182 

5 

55.22 
1.31 

9 
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ttV fl 

WE< 7 t9H 
S.D. 

N 

fOol rel. 1 

hEE< 5 ~ 
s.o. 

N 

WE< 7 l'fiH 

S.D. 
N 

tDi flrol 

WE< 5 ~ 
S.D. 

N 

kfB( 7 lfNl 
S.D. 

N 

tOC 111101 f1 

WIJ< 5 tfPH 
S.D. 

N 

\r,ffi( 7 I'EPH 
S.D. 

N 

<i"cx.p1 
Cootrol 
0 ngflqj 

56.ll a 
1.12 

5 

0.1361 k 
0.0299 

10 

0.1310 a 
0.0078 

5 

1.199 a 
0.041 

10 

1.202 a 
O.!m 

5 

21.41800 
0.356 

10 

21.332 a 
0.273 

5 

H9mtology (llealS) 

Grcx.p 2 

5 ng/lqJ 

0.1133 
0.00>5 

4 

1.183 
0.025 

.( 

21.433 
0.200 

4 

Gr~3 

SOng/kg 

0. ff16 
0.0056 

5 

1.156 
0.018 

5 

~.896. 

0.318 
5 
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56.14 
1.20 

5 

0.1284 
0.0319 

9 

0.1272 
0.0085 

5 

1.191 
0.039 

9 

1.178 
0.044 

5 

21.500 
0.355 

9 

21.016 
0.362 

5 ---· ... ···--- ............. ·-· ................. -.................................... ·-- ....... - ... -·- ---- ..... ------ ... _ ....... - ..... ____ .... __ ...... ___ .., -- ..... -----··· ------·-.. -
Statistical key: a=IHNA aiFNlNA + lmlett ~1-lo.tJllis • = p<a.05 
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~CC STUDY NUMBER!t277 

tDI 

WE< 5 

WE< 7 

Reti 

WE< 5 

WE< 7 

Reti 

WB< 5 

WE< 7 

L Reti 

w:EK 5 

Gra.p 
GrupNa!e 
Dose Level 

11100111 

tENl 
S.D. 

N 

~ 
S.D. 

N 

rel. 1 

f'ENI 
S.D. 

N 

!fAA 
S.D. 

N 

Gil 

!'EM 
S.D. 

N 

tfAN 
S.D. 

H 

re1. 1 

tfN4 
S.D. 

N 

&up 1 
Cootrol 
0 wg/lqJ 

1.624 a 
0.008 

10 

1.312ad 
0.016 

5 

0.0248 a 
0.0054 

10 

0.0256ai 
0.0043 

5 

200.0 a 
43.4 

10 

195.200 
25.9 

5 

0.6428 a 
0.0785 

10 

~olCXJY (rems) 

Gra.p 2 

1.535 
0.120 

4 

0.0262 
OJ:XJ53 

4 

207.0 
39.7 

4 

0.6400 
o.om 

4 

Gro.p 3 

50ngfi<Q 

1.498 
0.001 

5 

0.0274 
0.0037 

5 

223.2 
28.8 

5 

0.0034 
0.0786 

5 

Gro.p 4 

150~/lqJ 

1.612 
o.on 

9 

1.262"* 
0.029 

5 

0.0241 
0.0045 

9 

O.oaJS• 
0.0018 

5 

194.1 
36.2 

9 

161.8. 
12.9 

5 

0.6841 
0.0010 

9 
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l Reti re1. 1 

WE< 1 ~ 
S.D. 

N 

"Reti rel. 1 

WE( 5 ~ 
S.D. 

N 

WE< 7 /'EJH 
S.D. 

H 

H~ rel. 1 

WB< 5 tEJN 
S.D. 

N 

\rB3( 1 l'EM 
S.D. 

N 

\<it G/l 

"i:EK 5 rENI 
S.D. 

N 

~ 7 tfJH 
S.D. 

N 

Q-a.p1 
Cootro1 
0~1~ 

0.4100af 
0.0441 

5 

0.3312 a 
0.0013 

10 

0.3516 a 
0.0239 

5 

0.0256 a 
0.0199 

10 

0.2382m 
0.0015 

5 

S.<m a 
0.981 

10 

3.7B6 a 
0.986 

5 

Hanato lOJY (~~eMS) 

Gm.p 2 

5 ~/kg 

0.3305 
0.0597 

4 

0.0217 
0.0099 

4 

4.240 
0.782 

4 
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0.5002*" 
0.0376 

5 

0.3666 0.2979 
0.0081 0.0705 

5 9 

0.3340 
0.0144 

5 

0.0298 0.0180 
0.0122 0.0118 

5 9 

0.1598. 
0.0346 

5 

4. t62 4.746 
1.159 0.511 

5 9 

3.926 
0.638 

5 ................... ······ ...... ··--·· ........................................... ··---.... ··--------------····-... ---·-..... _ ................. ,.._ ........... ····---...... 
Statistical ~: fFNOIA cd=NfNA + (Urett *:; p<O.OS •• = p<0.01 
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~CC STUDY NUMBEI!S1277 

teJt 

w:EK 5 

WE< 7 

Eos 

WEe 5 

WB< 7 

Baso 

w:ec 5 

W33< 7 

l~ 

WE< 5 

Gro..p 
Gro..p Nare 
Dose level 

rel. 1 

tEM 
S.D. 

N 

lf)N 

S.D. 
N 

rel. 1 

I'EN'4 
S.D. 

N 

l'fPN 
s.o. 

N 

rel. 1 

tfAH 
S.D. 

N 

~ 
S.D. 

N 

rel. 1 

tEPN 
S.D. 

N 

Gro.p 1 
rartrol 
0 ng/kg 

0.2174 k 
0.0093 

10 

0.1588 a 
0.0525 

5 

0.0249 a 
0.0096 

10 

0.0151 a 
0.0058 

5 

OJXl3t a 
0.00» 

10 

0.0018 a 
0.~ 

5 

0.7240 k 
0.0003 

10 

li;matolcgy (III!CflS) 

0.2422 
0.07ll 

4 

0.0255 
0.0107 

4 

0.0030 
0.0008 

4 

0.7028 
0.0702 

4 

G"o.p 3 

SOng/kg 

0.2422 
0.1539 

5 

0.0238 
O.<m:l 

5 

0.0034 
0.00)5 

5 

0. 7014 
0.1658 

5 

~4 

150 BfJ/kg 

0.1593 
0.0419 

9 

0.1342 
0.0475 

5 

0.0190 
0.0044 

9 

0.0134 
o.ocoo 

5 

0.0028 
0.00>7 

9 

0.0022 
0.0018 

5 

0.7899 
0.0441 

9 
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. CC STUDY NUMBE 1277 

l~ rel. 1 

tm( 7 tf.Nj 

S.D. 
N 

ltm rel. 1 

WIK 5 tFJN 
S.D. 

N 

WIK 7 teN 
S.D. 

N 

l.Lc rel. 1 

WJ3( 5 1914 
S.D. 

N 

\oH)( 7 tf.Nj 

S.D. 
N 

teJt G/1 

\6]( 5 lfM 
S.D. 

N 

\ftK 7 l'fNi 
S.D. 

N 

Gn:lp 1 
Crntrol 
0 ag/kg 

0.7968 a 
0.0514 

5 

0.0214 a 
0.0043 

10 

O.OZX> a 
0.0037 

5 

0.0094 a 
0.0032 

1() 

O.Cl>78 a 
0.0033 

5 

1.077 a 
0.325 

10 

0.562 k 
0.073 

5 

Gr'a4> 2 

5 qJ/kg 

0.0195 
0.0057 

4 

0.0070 
0.0014 

4 

0.933 
0.149 

4 

0.0212 
0.0061 

5 

0.0080 
0.0034 

5 

0.872-
0.210 

5 

(ro..p 4 

150n;/kg 

0.8286 
0.0531 

5 

0.02)2 
0.(Xl37 

9 

0.0148 
0.0044 

5 

O.OC64 
(),0022 

9 

O.CXX)S 
0.0015 

5 

0.757 
o.:m 

9 

0.534 
0.242 

5 
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Eos Gil 

WlX 5 11:Nl 
S.D. 

N 

\tHJ( 7 t9H 
s.o. 

N 

Baso Gil 

w:B< 5 r£bH 
S.D. 

N 

WE< 7 l£AH 
s.o. 

N 

l~ Gil 

WiK 5 n:Nl 
S.D. 

N 

\rH}( 1 tfHi 
5.0. 

N 

1m> Gil 

\fE)( 5 tf)N 

S.D. 
N 

Gr~1 
Cootrol 
0 ng/~ 

0.125 k 
0.047 

10 

0.056 a 
O.OZl 

5 

0.016 a 
0.007 

10 

O.C08 a 
0.004 

5 

3.126 a 
1.011 

10 

3.056 a 
1.001 

5 

0.100 a 
0.021 

10 

Henatology (II!Ela1S) 

Grn..p 2 

5ng/kg 

0.112 
0.001 

4 

0.013 
0.005 

4 

3.013 
0.789 

4 

0.083 
0.029 

4 

Grt'4> 3 

OOng/kg 

0.094 
0.015 

5 

0.016 
0.005 

5 

3.006 
1.279 

5 

0.084 
0.025 

5 

Sanitized Version 

24 

0.002 
0.025 

9 

0.054 
0.013 

~ 

0.014 
O.OC6 

9 

0.008 
0.008 

5 

3.747 
0.457 

9 

3.242 
0.495 

5 

0.008 
0.022 

9 
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RCC STuDY NUMBER 277 

ltm Gil 

WE( 7 ~ 
S.D. 

N 

ll£ Gil 

WI!< 5 tfJH 
S.D. 

N 

w:£3( 7 ~ 
S.D. 

N 

Plt G/1 

\om< 5 l'f#l 
S.D. 

N 

WIJ( 7 ffiW 
S.D. 

N 

ltrttb rel. 1 

W:B< 5 l'f}H 

S.D. 
N 

\EB( 7 tf}H 

S.D. 
N 

Gro.p 1 
trotrol 
0 nglkg 

0.076 a 
0.017 

5 

0.047 a 
0.018 

10 

o.~k 
0.019 

5 

1200.tkl 
154.8 

10 

1068.8 a 
00.1 

5 

O.CX»4 a 
0.~ 

10 

0.0094 a 
O.OOJ5 

5 

Gro..p 2 

5 ng/l<g 

0.030 
O.CXX> 

4 

13l>.5 
133.4 

4 

O.OO!M 
o.am 

5 

Gra.p 3 

5011'Q/i<(} 

0.036 
0.017 

5 

1092.2 
35.5 

5 

0.0086 
0.00)9 

5 

G"o..p 4 

150ngl~ 

0.058 
0.023 

5 

0.041 
0.015 

9 

0.028 
0.004 

5 

1058.4* 
91.7 

9 

981.4 
48.2 

5 

O.lml 
O.fi.1J7 

9 

O.rx»t 
0.()))5 

5 
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277 

Pf rel. 1 

\ffi( 5 tERI 
S.D. 

N 

\ffi( 7 tEN4 
S.D. 

H 

PIT sec 

w:a< 5 l'fJlN 
S.O. 

N 

\a( 7 lflfl 
S.D. 

N 

Statistical key: tFRrNA 

~1 
Cmtrol 
0 mJikg 

0.957 8 

0.084 
10 

0.824 a 
0.000 

5 

21.35 a 
5.04 

10 

24.88 a 
3.73 

5 

~2 

5 ag/~ 

0.930 
0.064 

5 

23.24 
8.27 

5 

Qu.p 4 

150ng/~ 

0.946 0.936 
0.044 0.044 

5 9 

0.838 
0.006 

5 

17.94 20.16 
2.47 4.62 

5 9 

22.62 
3.82 

5 
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STUDY NUMBE 

1.4 BLOOD CHEMISTRY (MEANS) 

Glu: nool/1 

WE( 5 tEPN 
S.D. 

N 

WE( 7 l'f.PH 
S.D. 
n 

Urea 111101/1 

leJ( 5 !'Em 
S.D. 

tf 

Wfl( 7 ~ 
S.D. 

H 

Creat JJ101/l 

WB< 5 tENi 
S.D. 

N 

w:EJ( 7 tEm 
S.D. 

N 

Bili-tat lJ!Dlll 

WE< 5 tfJH 

S.D. 
N 

Qup1 
fmtrol 
0 ng/kg 

4.056 a 
0.732 

10 

5.232 a 
O.!m 

5 

5.454 a 
0.654 

10 

5.700 a 
0.601 

5 

23.96a.:! 
1.65 

10 

26.94·a 
1.$ 

5 

1.647 a 
0.314 

10 

4.252 
0.374 

5 

4.9l> 
0.462 

5 

23.42 
3.13 

5 

1.506 
0.248 

5 

Gm.p 3 

SOng/kg 

4.808 
0.400 

5 

5.606 
0.436 

5 

24.28 
2.43 

5 

1.4n 
0.131 

5 

~4 

150~/kg 

3.003 
0.795 

10 

4.800 
0.003 

5 

5.776 
0.697 

10 

5.:m 
0.837 

5 

26.67'" 
2.39 

10 

27.44 
2.02 

5 

1.744 
0.293 

10 
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.CC STUDY NUMBER,277 

Bili-tot ~lit 

WE( 1 l'f./tN 
S.D. 

N 

Ol>l mlll 

W33< 5 ~ 
S.D. 

N 

WB 7 ~ 
S.D. 

N 

Trigly 111101!1 

WBC 5 tfJH 

S.D. 
H 

\6)( 7 ~ 
S.D. 

N 

Pros-lip m>l/1 

~ 5 tfm 
S.D. 

N 

w:B< 7 tEPN 
S.D. 

N 

Gro.4> 1 
Cootrol 
0 ng/kg 

1.976 a 
0.400 

5 

1.672 a 
0.465 

10 

1.914 a 
0.421 

5 

0.540 a 
0.228 

10 

0.434 a 
0.149 

5 

1.439 a 
0.200 

10 

1.528 a 
0.188 

5 

Blood d"mistry {llf91S) 

Gm.p2 

5 ng/kg 

1.276 
0.186 

5 

0.462 
0.231 

5 

1.248 
0.191 

5 

1.246 
0.166 

5 

0.528 
0.162 

5 

1.214 
0.123 

5 

Gn:tp 4 

150ng/l<ij 

1.670 
0.240 

5 

1.408 
0.378 

10 

1.794 
0.402 

5 

0.587 
0.250 

10 

0.200 
0.103 

5 

1.329 
0.201 

10 

1.482 
0.245 

5 
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l!RCC STUDY NUMBER!1277 

/ISAT U/1 

WE< 5 f'fAll 
S.D. 

N 

w:B< 7 tfRI 

S.D. 
N 

PlAT Ull 

laK 5 ~'EM 
S.D. 

N 

WB< 7 tfR4 
s.o. 

N 

Ulf Ull 

WB< 5 t£IH 
S.D. 

N 

w:tK 7 tEPN 
S.D. 

N 

G.lli U/1 

W33< 5 tf}H 

S.D. 
N 

~1 
Caltrol 
Ollg/~ 

81.76 k 
16.18 

10 

72.84 a 
14.59 

5 

27.44 a 
4.53 

10 

27.18 a 
4.81 

5 

413.17 k 
498.61 

10 

154.J8 k 
117.54 

5 

5.51 a 
0.00 

10 

Blcxx:J ctaistry (recm) 

Gra.p 2 

5 ~ll<g 

76.00 
5.69 

5 

28.12 
4.15 

5 

131.04 
80.07 

5 

5.30 
0.76 

5 

79.64 
7.2B 

5 

28.08 
3.82 

5 

233.80 
148.28 

5 

5.52 
0.48 

5 
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97.35 
24.78 

10 

77.24 
6.27 

5 

2B.43 
6.97 

1() 

26.22 
6.65 

5 

433.00 
380.10 

9 

133.16 
31.23 

5 

5.56 
0.96 
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erff STUDY NUMBE'!1277 

Wli 

WE< 7 

AlP 

w:fK 5 

m 7 

(ill 

w:a< 5 

WE< 7 

0< 

m 5 

s 7 

Gro.4> 
Gra.p Nane 
Oose level 

un 
tEAN 
S.D. 

N 

U/1 

I£RI 
S.D. 

N 

~'EN~ 
S.D. 

N 

U/1 

f'EAN 
S.D. 

N 

I£Nl 
S.D. 

N 

U/1 

~ 
s.o. 

N 

~ 
S.D. 

N 

fra.p 1 
Co'ltrol 
Onglkij 

5.72 a 
2.04 

5 

100.67 a 
30.00 

10 

83.Z> a 
24.82 

5 

0.00 a 
0.00 

10 

0.00 a 
0.00 

5 

296.20 k 
194.13 

10 

300.70 a 
396.37 

5 

s1cxx1 cromstry (ll&llS) 

Gro.p 2 

511JJ/kg 

94.14 
20.22 

5 

0.00 
0.00 

5 

166.48 
41.73 

5 
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5.58 
1.26 

5 

113.00 100.04 
29.54 13.08 

5 9 

78.10 
12.82 

5 

0.00 0.00 
0.00 0.00 

5 10 

0.00 
0.00 

5 

230.72 376.07 
91.93 294.21 

5 9 

224.46 
163.96 

5 
............................................ ·-- ......................... -- ... ·---------· ................... --- .-.. ·--···· ... ----·------·----- ..... ---··-------·--··-
Statistical key: ~A k=¥J"usscal-\oe 11 is 

280 



!fCC STUDY NUMBEjj1271 

Na+ mrol/1 

WE( 5 ffiAH 
S.D. 

R 

WB< 7 tfN4 
S.D. 

N 

K+ 11100111 

W33< 5 f'f.A'I 
S.D. 

N 

\oHK 7 t9H 
S.D. 

N 

Cl· ~~mJl/1 

liB< 5 t'f.M 
S.D. 

N 

\tEB( 7 PERl 
S.D. 

N 

Ca++ 11110111 

w:B< 5 l'Eifl 

S.D. 
N 

GrOLp 1 
Cootrol 
0 fWJ/Icg 

138.61 a 
1.76 

10 

139.96 a 
0.87 

5 

3.112 a 
0.452 

10 

3.368 a · 
0.:302 

5 

100.33 a 
0.00 

10 

103.66 a · 
0.86 

5 

2.561 a 
0.072 

10 

Blood d'anistry (lllmS) 

Gr()l.4) 2 

138.62 
0.97 

5 

3.016 
0.260 

5 

101.34 
0.47 

5 

2.560 
0.046 

5 

G-u..p 3 

50 ag/Jcg 

138.32 
1.10 

5 

3.172 
0.353 

5 

10f.22 
1.63 

5 

2.002 
0.025 

5 

Gm.p 4 

150ng/~ 

139.35 
2.43 

10 

140.24 
0.62 

5 

3.413 
0.401 

10 

3.516 
0.214 

5 

100.58 
1.05 

10 

104.30 
1.02 

5 

2.536 
0.073 

10 
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~277 

Cat+ 111110111 

\1m 7 l'f)N 

S.D. 
N 

RM-in 11111)1/l 

kEEl< 5 tf)ll 

S.D. 
N 

WE< 7 tE.aN 
S.D. 

N 

Prot gil 

WE< 5 tEPH 
S.D. 

N 

'lB< 7 I9N 
S.D. 

N 

Alb gil 

\tlB( 5 I"EEH 
5.0. 

N 

\fEl( 7 ~ 
S.D. 

N 

Gra.p 1 
Cootrol 
0 111JIIcg 

2.~a 

0.041 
5 

2.189 a 
0.150 

10 

2.158 a 
0.1ll 

5 

62.65200 
2.269 

10 

oo.~a 
1.3TT 

5 

42.632af 
0.955 

10 

40.7t0 a 
0.825 

5 

81tXXJ ctmistry (RmlS) 

Gm.p2 

5 ag/ltg 

2.018 
0.088 

5 

61.800 
1.513 

5 

41.334 
0.482 

5 

Statistical key: a:NIJIA crJ:ROIA + [Unett • = p<t).05 
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2.664 
0.074 

5 

2.f00 2.149 
0.123 0.204 

5 10 

2.258 
0.111 

5 

00.112'" ro.ns• 
0.703 1.380 

5 10 

59.002 
2.155 

5 

41.284 41.310. 
1.214 1.116 

5 9 

40.018 
1.430 

5 
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!'lee STUDY NUMBER~1277 

Gld> 

w:FJ( 5 

tfB( 7 

AJG 

\tffi( 5 

\offK 7 

Grc4> 
Gr<J.4l Nare 
lbse Level 

gf1 

~ 
S.D. 

N 

t£M 
S.D. 

N 

rel. 1 

f'EftH 
S.D. 

N 

I'EAN 
5.0. 

N 

Statistical •;ey: CFNrHA 

~1 
Ccntrot 
Ollg/kg 

20.~a 

1.913 
10 

20.094 a 
1A32 

5 

2.148 a 
0.220 

10 

2.034 a 
0.167 

5 

Blood ctmistry (llmlS) 

Gro.p 2 

5~/kg 

20.556 
1.168 

5 

2.016 
0.006 

5 

Grn.p 3 

50 ag/kg 

18.828 
0.812 

5 

2.200 
0.146 

5 

Sanitized Version 
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19.529 
1.043 

9 

19.586 
um 

5 

2.121 
0.134 

9 

2.000 
0.124 

5 
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Glu:: rmolll 

\oB3( 5 

\fB( 7 

Urea nool/1 

WE< 5 

W:tK 7 

treat J..IIOl/1 

w:ac 5 

WBC 7 

Bili·tot J.IIX)l/1 

\tal< 5 

277 

I'EJIN 
S.D. 

H 

f'EPH 
S.D. 

N 

l'fJN 
S.D. 

N 

teN 
S.D. 

H 

tf/14 
S.D. 

N 

I'EJW 
S.D. 

N 

tEIH 
S.D. 

N 

Quv1 
Q:ntro1 
0 ng/l<lj 

3.~a 

o . .coo 
10 

4.828 a 
0.710 

5 

6.456 a 
0.541 

10 

6.102 a 
0.521 

5 

26.63 a 
2.57 

10 

29.26 a 
2.71 

5 

2.006 a 
0.433 

10 

Blood ctmistry (ll'eCm) 

Gra.p 2 

5 ng/lqJ 

3.846 
0.402 

5 

6.598 
0.555 

5 

28.42 
1.l> 

5 

1.fm 
0.369 

5 

~3 

SOng/kg 

4.188 
0.691 

5 

6.202 
1.153 

5 

ZT.SJ 
3.&> 

5 

1.932 
0.166 

5 

Gr~4 

1508,}/kg 

4.182 
0.667 

9 

4.486 
0.~ 

5 

6.048 
0:746 

9 

6.002 
0.293 

5 

26.97 
2.90 

9 

29.ll 
2.56 

5 

1.9!:0 
0.244 

9 
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!!RCC STUDY NUMBER ~77 

Bili·tot Jml/1 

w:J3( 7 ~ 
s.o. 

N 

Onl 11110111 

lrHX 5 I"ERR 
S.D. 

N 

\H)( 7 lif.m 
S.D. 

N 

TMgly 1111)1/1 

WE< 5 JfA'l 
S.D. 

N 

lEI< 7 tffH 
S.D. 

N 

Pros-Lip IIJll)l/1 

W33< 5 I£6H 
s.o. 

N 

1m 7 tfm 
S.D. 

~ 

Gm.p 1 
Qntrol 
0 rrgl!t9 

2.228 a 
0.429 

5 

1.416 a 
0.307 

10 

1.500 a 
0.289 

5 

0.237 k 
0.068 

10 

0.388 a 
0.151 

5 

1.469 a 
0.194 

10 

1.6S8 a 
0.181 

5 

Gro.p 2 

5 ng/kg 

1.446 
0.407 

5 

0.294 
0.183 

5 

1.476 
0.258 

5 

Gn:tp 3 

50ng/fqj 

t .194 
0.284 

5 

0.218 
0.068 

5 

1.294 
0.225 

5 

Gra.p 4 

150 ng/~ 

2.030 
0.513 

5 

1.319 
0.219 

9 

1.268 
0.239 

5 

0.270 
0.007 

9 

O.lW 
0.326 

5 

1.391 
0.229 

9 

1.440 
0.315 

5 
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ft&..T U/1 

\tB3( 5 

\rHI( 7 

/UT un 

'tHX 5 

~ 7 

L.af Ull 

WE( 5 

\eX 7 

G1){ Ull 

WfX 5 

f'ENI 

S.D. 
N 

tfM 
S.D. 

H 

tf..6H 

S.D. 
N 

tf.IH 
S.D. 

N 

teN 
S.D. 

N 

f'EAH 
S.D. 

N 

I'EAN 
S.D. 

N 

(ro.p 1 
Caltrol 
0 I!Qikg 

71.62 a 
8.10 

10 

63.00 a 
10.84 

5 

24.00 k. 
5.83 

10 

22.24af 
4.16 

5 

183.01 k 
83.05 

10 

97.42 a 
11.63 

5 

6.07kd 
2.42 

10 

Blood cteuistry (~~PalS) 

~2 

5 ng/kg 

76.30 
11.80 

5 

21.00 
2.57 

5 

:nt.86 
118.03 

5 

5.08 
1.09 

5 

Gm.p 3 

SOng/~ 

81.00 
19.25 

5 

22.00 
1.48 

5 

223.22 
178.12 

5 

9.10 
4.63 

5 

Gr~4 

150ng/~ 

68.98 
7.58 

9 

63.40 
6.50 

5 

19.91 
3.68 

9 

16.86'* 
2.42 

5 

139.48 
51.36 

9 

105.92 
35.79 

5 

4.16. 
0.97 

9 
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CRCC STUDY NUMBER.tr:77 

<UH U/1 

hE8( 7 teN 
S.D. 

N 

AlP U/1 

loEB( 5 16W 
S.D. 

N 

\tEfJ( 7 !'EM 
s.o. 

N 

roT Ull 

WE< 5 I'EM 
S.D. 

N 

hEfl( 7 ~ 
S.D. 

N 

Q( Ull 

W!K 5 ~ 
s.o. 

N 

m 7 ~ 
S.D. 

N 

Q-a.p1 
Cmtrol 
0 ng/kg 

8..42 k 
s.re 

5 

49.25 a 
16.78 

10 

33.12 a 
9.04 

5 

0.00 a 
0.00 

10 

0.00 a 
0.00 

5 

174.15 k 
00.07 

10 

97.94 a 
12.82 

5 

Blood chmstry (mealS) 

Grol.p 2 

5 ag/kg 

50.42 
10.26 

5 

0.00 
0.00 

5 

211.10 
148.55 

5 

45.76 
14.85 

5 

0.00 
0.00 

5 

285.00 
284.73 

5 
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4.92 
1.55 

5 

43.52 
10.30 

9 

26.22 
4.21 

5 

0.00 
0.00 

9 

0.00 
0.00 

5 

149.1,0 
53.66 

9 

127.96 
34.81 

5 
---- .. -· ·---~ ... -----------------·----· ________ ,. -··· ······-···· ....... ·----··· ·--·-..... ----....... ·--------· ............. ····--·-·---··-··· 
Statistical key: tFINJJA k=Krusl<a l·Loalli s 
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Na+ 

WB< 5 

w:H< 7 

K+ 

WB s 

WE< 7 

Cl-

WE< 5 

\tB3( 7 

~ 

WB 5 

Q-~ 
Grn.p Hare 
Dose level 

11001/l 

lfJ'N 
S.D. 

N 

i'f.Ntl 
S.D. 

N 

lllll)l/1 

tfm 
5.0. 

H 

tfHl 
S.D. 

N 

IIIIX)lJl 

lf}N 

S.D. 
N 

f'EHI 
S.D. 

N 

lllllllll 

I"&H 
S.D. 

N 

Qup 1 
Cmtrol 
0 ng/lq} 

138.l> a 
1.56 

10 

139.48 a 
0.10 

5 

2.840 k 
!l.164 

10 

2.858 a 
0.133 

5 

102.64 a 
0.88 

10 

104.50 a 
0.79 

5 

2.621 a 
0.037 

10 

Blood dleflistry {IOOalS) 

Gro.p 2 

Sag/~ 

139.76 
2.16 

5 

2.838 
0.435 

5 

103.80 
0.50 

5 

2.572 
0.059 

5 

Gro.p 3 

50~/l<g 

138.70 
1.01 

5 

3.010 
0.585 

5 

103.52 
0.00 

5 

2.572 
0.025 

5 

~4 

150ng/kg 

139.40 
1.77 

9 

139.62 
0.00 

5 

2.9W 
0.146 

9 

2.828 
0.004 

5 

103.01 
0.93 

9 

104.68 
0.75 

5 

2.621 
0.~ 

9 
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Sanitized Version 

~1277 

Cat+ mrolll 

\rEB{ 7 Jo9N 
S.D. 

N 

P04·in mcl/1 

WB< 5 l'fM 
S.D. 

N 

w:tX 7 !'EM 
S.D. 

N 

Prot g/1 

w:B< 5 f'EAN 
S.D. 

N 

liB( 7 lfNf 
S.D. 

N 

Alb gil 

WlK 5 tfM 
S.D. 

N 

WE< 7 IfNI 
S.D. 

N 

Qup1 
Central 
Oflglkg 

2.698 a 
0.051 

5 

1.686 a 
0.152 

10 

1.702 a 
0.248 

5 

65.75900 
2.167 

10 

70.876 a 
4.177 

5 

47.53800 
1.202 

10 

50.592 a 
3.413 

5 

Blood dmistry (lm"'S} 

G-o.p 2 

5 ng/kg 

1.534 
0.148 

5 

63.&Xl 
1.991 

5 

45.732 
1.886 

5 

1.822 
0.240 

5 

62.~· 

1.182 
5 

45.268· 
2.253 

5 

~4 

100~/lf{J 

2.670 
O.Ofil 

5 

1.716 
0.009 

9 

1.822 
0.199 

5 

63.553 
2.285 

9 

fil.072 
2.l>5 

5 

45.871 
1.504 

9 

48.002 
1.640 

5 
................. __ .. ---- ........... ---- ........ - .............................. -- ..... -•""' .. -- .. •"'!" .. ----- ........ ---·-- .... - •• ----· ·- ..... -- .............. ----------·- ·-·- ............ ---- .. ·- ----

Statistical key: o=NOIA wJ::N(NA + lUnett • = p<O.OS 

. ATTACHMENT PAGE 737 

39 

289 



~1277 

Gloo g/1 

\iE( 5 f'f.Jn 
S.D. 

N 

WB 7 ten 
S.D. 

N 

A/G reJ. 1 

Ita( 5 ~ 
S.D. 

N 

WE< 7 f9N 
S.D. 

N 

Statistical )<ey: ;s::M.)IA 

Gro..p 1 
Ccntrol 
0 gg/JqJ 

18.221 a 
1.573 

10 

20.264 a 
2.235 

5 

2.626 a 
0.216 

10 

2.518 a 
0.330 

5 

Gm.p2 

5 ng/kg 

18.008 
1.592 

5 

2.548 
o.m 

5 

17.362 
1.215 

5 

2.624 
0.303 

5 
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17.682 
1.359 

9 

19.070 
-1.022 

5 

2.608 
0.215 

9 

2.520 
0.119 

5 
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277 

1.5 URINE ANALYSIS (MEANS) 

Volure 

leK 5 

WE< 7 

Reld;ns 

WE< 5 

~ 7 

Color 

\t,EB( 5 
KRW.. 
'tt\BR 

W:E< 7 
tmW.. 

~ 

WE< 5 
NRW. 
l'lmiO 

WE< 7 
mw.. 
a..ru;y 

Gra.p 
~Hale 

. lhse Leve 1 

m1 

tENf 
S.D. 

N 

I'£JlN 
S.D. 

N 

rel. 1 

tEPH 
S.D. 

N 

I9H 
S.D. 

N 

Dllice 

N 
N 

N 

lroice 

N 
N 

N 
N 

9.67kd 
3.89 

10 

3.42 k 
1.39 

5 

1.0299a:f 
0.0082 

10 

1.ons a 
0.0195 

5 

10 
0 

5 

2 
8 

5 
0 

Gro.p 2 

5 ag/kg 

6.88 
1.68 

5 

1.0344 
0.0055 

5 

5 
0 

1 
4 

7.70 
2.55 

5 

1.0354 
0.0052 

5 

5 
0 

0 
5 

Gm.p 4 

150 ng/kg 

5.83· 
1.11 

10 

6.92 
5.44 

5 

1.045r'· 
O.<m4 

10 

1.~ 
0.0$7 

5 

9 
1 

5 

2 
8 

4 
1 
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&up 1 
G:ntrol 
0 rrg/l<g 

Urine nlysis (necns) 

{',n),p 2 

5 n:g/kg 

Gro..p 3 

50~~g/kg 
........................... ··-· -----·· ........ ··---------..... ___ ,.._ .. ·-·----------·-·-------------.... -.... -- .................... -~ ............... ·-·-............ ----·-- ... .. 

Iii 

WE< 5 tEm 6.55 k 6.40 6.30 6.10 
s.o. 0.37 0.42 0.45 0.21 

N 10 5 5 10 

WfJ( 7 lfN4 6.ll)k 6.00 
S.D. O.Zl 0.74 

H 5 5 

HIT Score 

WE< 5 teH 0.4 k 0.0 0.4 0.5 
S.D. 0.5 0.0 0.5 0.5 

N 10 5 5 10 

\rffi( 7 I9H 0.8 k 1.0 
s.o. 0.4 o:o 

N 5 5 

Fm gil 

leK 5 tfJN 0.13} k 0.200 0.200 O.l/5 
S.D. 0.1~ 0.112 0.112 0.184 

N 10 5 5 10 

w:B< 7 ~'EM 0.500 k o.~ 
S.D. 0.274 0.274 

N 5 5 

G..U ml/1 

Wl:K 5 I'EPH 0.0 k 0.0 0.0 0.0 
S.D. 0.0 0.0 0.0 0.0 

H 10 5 5 10 --------· .............. -----· ... ----- .......... --·--...... -·-·· --- ....... ·-------· --- ...................................... --------· ---- ..................... -·--------·-·------
Statistical key: ~1-WJllis 

~~ENT PAGE 740 .. ~,~ 
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a.u III'IK)l/1 

loffi( 7 t9H 
S.D. 

N 

I<ET 11110111 

\rlB( 5 tfNf 
S.D. 

H 

WB< 7 I'EPH 
S.D. 

N 

too ~1/l 

W33< 5 tEPN 
S.D. 

N 

W1K 7 K:M 
S.D. 

N 

BIL ~111 

~ 5 tfNl 
S.D. 

N 

WE< 7 lEN~ 
S.D. 

N 

~1 
Cootrol . 
0 ng/~ 

0.0 k 
0.0 

5 

0.1C»<d 
0.21 

10 

1.10 k 
0.55 

5 

0.0 k 
0.0 

10 

0.0 k 
0.0 

5 

0.0 k 
0.0 

10 

10.2 k 
9.3 

5 

!.tire cmlysis {lle.ncl) 

Gm.p 2 

5 ug/kg 

0.40 
0.22 

5 

0.0 
0.0 

5 

0.0 
0.0 

5 

Grcq> 3 

50ng/14j 

0.00 
0.00 

5 

0.0 
0.0 

5 

0.0 
0.0 

5 
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GrG.p 4 

150ng/~ 

D.O 
0.0 

5 

0.55* 
0.55 

10 

0.80 
0.67 

5 

0.0 
0.0 
10 

3.4 
7.6 

5 

1.7 
5.4 

10 

3.4 
7.6 

5 ---·· -··· ................. ····-·-· ··----... -............. ------- ... ·---· ----- ··----.................. ---------------.... ··-·~--~· ···------·-· 
Statistical .q;y: ~1-Wallis ~1..\rellis +tun • = p<O.OS 
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Urire malysis (llmlS) 

ERf per IJl 

WE< 5 f£6N 9.5kd 17.0 
S.D. 6.9 11.5 

N 10 5 

loffi( 7 ~EM 11.0 k 
S.D. 8.9 

H 5 

lBJ r:er pl 

w:ec 5 tfM 10.0 k . 15.0 
S.D. 12.9 13.7 

N 10 5 

WB< 7 ~ Zl.O k 
S.D. 11.2 

N 5 

Statistical key: k=Kruil<al-Wallis kd=tlruskal·Wallis + IUn •• : pc0.01 

Gm.p 4 

150 ng/kg 

00.0 160.0** 
51.8 56.8 

5 10 

13.0 
6.7 

5 

10.0 5.0 
13.7 10.5 

s 10 

10.0 
13.7 

5 
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VolUJe ml 

\oEE1( 5 tfA\1 
S.D. 

N 

WE< 7 rt=Nl 
S.D. 

H 

Reldens rel. 1 

\i£K 5 t9H 
S.D. 

N 

w:El( 7 ~ 
S.D. 

N 

Color O'oice 

\olE( 5 
tmw.. N 

WB 7 
rmw. N 

~ Onice 

\IHJ( 5 
tOWL N 
nmro N 

W':B< 7 
tmi'll N 

Iii 

w:FX 5 ~ 
S.D. 

N 

Q-o..p1 
Cootrol 
Osg/lq} 

5.84 k 
2.a) 

10 

3.02 a 
1.00 

5 

1.0351 k 
0.0071 

10 

1.0500 a 
0.0239 

5 

10 

5 

7 
3 

5 

6.05 k 
0.16 

10 

Urire malysis (neatS) 

Gnl4l2 

5 ~/kg 

5.52 
0.49 

5 

1.0388 
0.0036 

5 

5 

5 
0 

6.00 
0.00 

5 

6.04 
1.10 

5 

1.0352 
0.0030 

5 

5 

6.00 
0.00 

5 

4.74 
3.22 

9 

4.76 
2.60 

5 

1.0453 
0.0166 

9 

1.0574 
0.0472 

5 

9 

5 

7 
2 

5 

6.1» 
0.17 

9 
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PI 

WE< 7 ffftN 
S.D. 

N 

NIT Scxre 

WE< 5 t£)H 

5.0. 
N 

WB< 7 I'EM 
S.D. 

N 

~ gil 

w:B< 5 tENi 
S.D. 

N 

Wl3C 7 I'ENl 
S.D. 

N 

Q.U 111101/1 

w:FX 5 /'fAA 
S.D. 

N 

WE< 7 tENt 
S.D. 

N 

Statistical key: k::fCrusltal-W3llis 

-- ---+- _::_____- - --~~----=-~~-- ~~ -_ ~-~----=-

~1 
eootrol 
0 ng/kg 

5.00 k 
0.45 

5 

0.2 k 
0.4 
10 

0.6 k 
0.5 

5 

0.075 k 
0.121 

10 

0.350 k 
0.224 

5 

0.0 k 
0.0 

10 

0.0 k 
0.0 

5 

Urire <nalysis (lle3lS) 

G-o..p 2 

5 llg/kg 

Gro..p3 Gnx.4J 4 

150rqJ/Jcg 

0.2 
0.4 

5 

0.100 
0.137 

5 

0.0 
0.0 

5 

6.10 
0.22 

5 

OA 0.6 
0.5 0.5 

5 9 

0.8 
0.4 

5 

0.050 0.167 
0.112 0.125 

5 9 

0.350 
0.224 

5 

0.0 0.0 
0.0 0.0 

5 9 

0.0 
0.0 

5 
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~CC STUDY NUMi¥277 

)(ET mrol/1 

W:E<. 5 l'fJN 0.15 k 
S.D. 0.24 

N 10 

heK 7 tf=.Nf 0.00 k 
. S.D. 0.55 

N 5 

LaJ IJI'Ol/1 

WB< 5 tEIH 0.0 k 
S.D. 0.0 

H 10 

WE< 7 ~ 0.0 k 
S.D. 0.0 

N 5 

BIL ~1/l 

hEEK 5 tEJW 0.0 k 
S.D. 0.0 

N 10 

WE< 7 !'Em 3.4 k 
S.D. 7.5 

N 5 

ERf {B" Ill 

WE< 5 lfm 7.5kd 
S.D. 7.9 

N 10 

I.Hre ;mlysis (redlS) 

Gro.v 2 

5 f19/kg 

0.20 
0.27 

5 

0.0 
0.0 

5 

0.0 
0.0 

5 

6.0 
5.5 

5 

0.00 
0.00 

5 

0.0 
0.0 

5 

0.0 
0.0 

5 

l>.O 
11.2 

5 

Qup4 

150ng/l<g 

0.17 
0.25 

9 

0.30 
0.67 

5 

0.0 
0.0 

9 

0.0 
0.0 

5 

0.0 
0.0 

9 

3.4 
7.6 

5 

127.8 .. 
44.1 

9 
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c:iiliiliiiiiij1277 

ERY per pl 

\rB3( 7 ~'EM 
s.o. 

N 

LW peqsl 

WB< 5 tfiX 

S.D. 
N 

w:B< 7 9 
S.D. 

N 

l"ro.p 1 
Cootrol 
0 ng/\(Q 

6.0 k 
5.5 

5 

0.0 k 
0.0 
10 

0.0 k 
0.0 

5 

Urire n lysis (rrecns) 

Grup 2 

5Rgfkg 

o.o 
0.0 

5 

Gm.p 3 

50 ng/lqJ 

o.o 
0.0 

5 

Gra.p 4 

150ag/~ 

10.0 
0.0 

5 

0.0 
0.0 

9 

5.0 
11.2 

5 
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1.6 HEMATOLOGY (INDIVIDUALS) 
Gra.p 1 (0 ag/kg) tW.ES .. ·---· ............... -···---.. --- ....... --------··· __________ .., __ .... ·-·----....... --- ........ ------ .... --·--- ........................ --------------------··--

~ lll tt;t f£V IDI l1Jt roc I[W ~ti Reti l Reti H Reti 

PN_tl> \HJ< T/1 III!Dlll rel. 1 f1 rel. 1 frol 11111)1/1 111'10111 rel. 1 G/1 rel. 1 rel. 1 
....... --· ............... ---- ............................... -- ... ·--- .. -........ •.---- ....... -............................... ----------------- ..................................... -- .................... ·------------

5 8.57 10.1 0.480 56.1 0.119 1.18 21.05 1.81 0.028 237 0.716 0.270 
2 

5 8.40 9.6 0.450 53.9 0.121 1.14 21.14 1.70 0.026 221 0.645 0.3ro 
3 

5 8.75 10.2 0.480 55.0 0.100 1.17 21.23 1.56 0.024 Lm o.eta 0.351 
4 

5 8.61 9.7 0.470 54.6 0.114 1.13 20.69 1.75 0.024 200 0.660 0.319 
5 

5 9.00 10.8 0.510 56.9 0.114 1.20. 21.17 1.55 0.030 274 0.684 0.'237 
6 

5 8.74 10.6 0.490 55.9 0.146 1.21 21.73 1.76 0.021 185 0.708 0.284 
7 8.22 9.5 0.440 53.6 0.124 1.15 21.53 1.58 0.021 171 0.543 0.~ 

7 
5 8.23 9.7 0.470 57.3 0.111 1.18 20.00 1.53 0.030 247 0.643 0.334 
7 8.16 9.2 0.450 54.6 0.117 1.12 20.56 1.42 0.023 186 0.418 o.m 

8 
5 8.57 9.9 0.400 54.1 0.152 1.16 21.43 1.92 0.024 an 0.700 O.Z75 
7 8.40 9.5 0.440 52.3 0.141 1.13 21.69 1.72 0.018 149 0.400 0.342 

9 
5 8.25 10.2 0.480 58.5 0.121 1.24 21.11 1.63 0.023 193 0.615 0.359 
7 8.38 10.0 0.470 56.6 0.121 1.19 21.07 1.49 0.02;) 170 0.465 0.365 

10 
5 8.45 9.6 0.400 53.9 0.148 1.14 21.11 1.85 0.028 235 0.637 0.340 
7 8.48 9.3 0.440 52.0 0.136 1.09 21.01 1.53 0.023 193 0.468 0.368 
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HelatOlOJY {ill'fivid.als) 
Gra.p 1 (0 ag/kg) tw.ES --·- .. ----··--..................... ···----- ............... ·------------ ................ -- ....... -·---·---·--- ... -.......... ---- -- ..... -.................... ----·--- ......... --

H Peti W£ twt Eos Baso lynpn Mcro l.u; teJt Eos Baso L~ 

NUll 8 rel. 1 G/1 rel. 1 re1. 1 rel. 1 rel. 1 rel. 1 rel. 1 G/1 Gil Gil Gil 
... ----- .. --·-·-···-· --------·· ........... -- ....... __ ..... --------- ................................ --- ..... ·---- .......... ---------- .. ----·· ----------··--------- ........ 

5 0~014 7.24 0.171 0.018 0.003 0.782 0.016 0.009 t.24 0.13 0.02 5.66 
2 

5 0.024 7.2D 0.175 o.wz 0.002 0.756 0.025 O.<m 1.26 0.23 0.02 5.44 
3 

5 0.031 5.74 0.195 0.015 0.003 0.757 0.020 0.009 1.12 0.00 0.02 4.35 
4 

5 0.021 7.42 0.169 0.019 0.004 o.na 0.020 0.011 1.25 0.14 0.03 s.n 
5 

5 0.018 8.97 0.220 0.017 0.005 0.725 0.022 0.011 1.98 0.15 0.04 6.51 
6 

5 0.008 6.41 0.114 0.015 O.<XX$ 0.816 0.028 0.021 0.73 0.10 0.04 5.23 
7 0.002 5.00 0.009 o.cm 0.003 0.866 O.OtD O.OC6 0.49 o.m 0.02 4.33 

7 
5 0.023 7.92 0.155 0.010 0.004 0.796 0.024 0.011 1.23 0.00 0.03 6.30 
7 0.3J5 5.9f 0.124 0.009 0.002 0.837 0.017 0.012 0.73 0.<15 0.01 4.94 

8 
5 0.019 5.92 0.183 0.018 0.003 o.n1 0.017 O.OC9 1.00 0.10 0.02 4.57 
7 0.173 4.82 0.129 0.014 0.002 0.829 0.016 o.cm 0.62 0.07 0.01 3.99 

9 
5 0.026 6.01 0.158 O.OtS O.tm 0.001 0.016 0.007 0.95 0.00 0.02 4.81 
7 0.171 6.43 0.115 O.Ott 0.002 0.840 0.020 0.013 0.74 0.07 0.01 5.40 

10 
5 0.023 7.00 0.144 0.010 0.004 0.817 0.016 o.cm 1.02 0.07 0.03 5.78 
7 0.164 7.19 0.133 0.007 0.002 0.831 0.020 0.001 0.95 0.00 0.02 5.97 
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tSletol<x.r~ {irdivi.dals) 
<ro.p 1 (0 ag/kg} fW.ES 

·-·--··-· ·---·-...... ·----·-· .......... ----··-------- ·-----·- .. -------- ..... ------- ...... --------.. ------------------................................. -----
1m:) lt£ P1t l1etlb PT PIT 

~.fl) WE< Gil G/1 Gil rel. 1 rel. 1 ~ 

.................... ----- .. ·- ...... ·--· ........... ·--- ........ ------·.--------- ...... ---· ........ ··-....................................... -·-----................................ ----··-·-.. 
5 0.12 0.07 1145 0.009 1.01 13.9 

2 
5 0.18 0.07 1323 0.011 0.89 18.3 

5 0.12 O.C6 1180 0.010 0.85 17.4 

5 0.15 0.00 911 0.011 0.91 23.9 
5 

5 0.20 0.10 1194 0.010 0.88 28.6 
6 

5 0.18 0.14 930 0.009 0.86 17.6 
7 0.10 0.03 845 0.009 0.95 12.8 

7 
5 0.19 0.00 1036 0.010 0.89 22.8 
7 0.10 0.07 917 0.!:00 0.00 23.1 

8 
5 0.10 0.05 1098 0.010 0.86 27.9 
7 0.08 0.04 1105 0.01() 0.78 27.4 

9 
5 0.10 0.04 992 0.009 0.85 20.3 
7 0.13 0.06 878 0.009 0.79 16.8 

10 
5 0.11 O.C6 1220 0.010 0.83 18.7 
7 0.15 0.05 1058 0.010 0.78 19.3 

·AttACHMfliNT PAGE 141 
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Sanitized Version 

~277 52 

Henatolqw (illflvid.els) 
~2 (5.g/~) IW...ES 

·--· ------···------... --- ............... ·---·· .. ····-· ....... ·-·-·-·- ·------· .... ---------- ............................... ---------· ··-----·- ~-----··-··- ... 
~ tb ~ l'tV JUol tOt me KW PBti Reti L Reti H Reti 

Nf_tn \a( rn ml/1 rel. 1 f1 rel. 1 fl!Ol rmol/1 11111111 rel. 1 Gil rel. 1 rel. 1 
............. -----.......................................................... -- ...... ---.. -... --- ..... -............ ----·- ... -·-- ... -· ... ----·-· .. ·····-----............ -·--···· 

11 
5 8.00 10.3 0.400 55.6 0.112 1.17 21.()8 1.67 0.022 196 0.700 0.285 

12 
5 8.36 10.4 0.480 57.3 0.176 1.24 21.74 1.92 0.025 200 0.647 0.334 

13 
5 8.39 10.1 0.470 55.9 0.135 1.21 21.61 1.65 0.022 189 0.728 0.259 

14 
5 8.79 10.4 0.4&) 55.0 0.140 1.18 21.52 1.74 0.025 -224 0.699 0.292 

15 
5 8.34 9.7 0.460 55.7 0.115 1.16 2J.B3 1.68 0.@ 165 0.712 0.269 

A1i"ACMMENT PA$E 750 
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Sanitized Version 

~1277 53 

tmrtol()JY (irdivi~ls) 
&-~ 2 (5 llglkg) IW.ES ·---···· .................. ···--·· .......... -------.. ------· ...... __ .,,._ .......... -· ..... .,.. ____ ,..-............................................................................... 

H Reti \rOC ~ Eos 8aso L)11lfu lb1o W: teJt Eos Baso L~ 

PH_N> Wf1< rel. 1 G/l rel. 1 rel. 1 rel. 1 rel. 1 rel. 1 rel. 1 G/1 Gil G/1 G/1 
-----------··--·-····· ........ -......... ------- ...... --- .... ---·····- ... -......... ·-----..... -.... ------- ........ ------·- ______ ,.. .......... ----····· .... ----

11 
5 0.015 7.10 0~179 0.011 0.004 o.ns 0.021 0.010 1.27 0.06 0.03 5.!<1 

12 
5 0.019 6.14 0.232 0.013 0.005 0.717 0.024 0.010 1.43 0.06 0.03 4.40 

13 
5 0.013 6.65 0.076 0.011 0.004 0.882 0.012 0.015 0.50 0.07 0.03 5.87 

14 
5 0.008 5.71 0.165 0.015 0.002 0.783 0.026 0.003 0.95 0.09 0.01 -4.52 

15 
5 O.Ot9 2.35 O.f.OO 0.042 0.002 0.405 0.045 0.007 1.18 0.10 0.00 0.95 

ATTACHMENT PAGE 1$1 
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Sanitized Version 

dec sruiY NUMBE'J1277 54 

lB!atolOJY {irdivid..als) 
~ 2 (5119/Jcg) 

P1t 1'\etlb Pr P1T 

Gil G/1 rel. 1 rel. 1 

11 
5 0.15 0.07 1015 0.010 0.00 26.3 

12 
5 0.14 0.00 12>3 0.010 0.89 33.3 

13 
5 0.08 0.10 370 0.010 0.85 16.8 

14 
5 0.15 0.~ 883 0.010 1.03 21.9 

15 
5 0.11 0.02 1098 O.OC9 0.96 23.3 
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Sanitized Version 

JCC STUDY NUMBE?I277 55 

&-o..P 3 (50 llg/~) 
~OlOJY (irlfivid..als) 

I'W.ES 
.... ·-------..... -···-- ..... ·--·· ...... -·-·---·· ..................... -- .. -------- ...................... -- ------· ·------ ... -................. -· ----· ··-----------·--· ·- ... _.., __ 

~ tb ~ ttV fUol 101 rm: I{W Reti Reti l Feti H ~ti 

NUlJ lrEB< Til IIJII)l/1 rel.1 f1 rel. 1 fml rmolll rmol/t rel. 1 Gil rel. 1 rel. t 
----------------- ..... ----------- ...... ------· ......... _,.. .. -·------ ........ __ .,._ ....... --- ....... -.. -· --- ----······-·-.. ----- ....................................... --- .............. 

16 
5 8.62 10.3 0.480 56.0 0.110 1.20 21.35 1.56 0.022 189 0.698 0.291 

17 
5 8.44 9.9 0.470 56.2 0.100 1.17 23.81 1.61 0.019 162 0.685 0.298 

18 
5 8.51 10.1 0.485 56.9 0.107 1.19 2).84 1.72 0.023 191 0.613 0.354 

19 
5 8.17 9.8 0.460 56.2 0.125 1.20 21.36 1.72 0.031 253 0.593 0.~ 

20 
5 8.00 10.3 0.400 56.2 0.144 1.19 21.25 1.87 0.021 177 0.713 0.276 
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~277 56 

~01011 (irdividals) 
Gro.p 3 {50 ng/~) I'W..ES 

........ ---··· ·- .. -........... ·-.................... -· ......... ----- .............. -.... -----·· ... -----.. ---·-··-... ·---·· ····· ................ -... -----------· .......... 
H let1 \t,OC teJt Eos Baso l~ ttro W; tEut Eos Baso lyupn 

Nf_K> \rES( rel. 1 Gil rel. 1 rel. 1 rel. 1 rel. 1 rel. 1 rel. 1 Gil Gil Gil Gil ·-- ................ --· ....... ---· . ---·· --· ........ ---................ -.......... -- -- ................... ------.... --- ..... -· ... -· --------··.--.. --· ........ ------------ ......... 
16 

5 0.011 6.59 0.170 0.014 0.00> 0.782 0.016 0.012 1.12 o.rs 0.04 5.15 
17 

5 0.016 8.24 0.123 0.012 D. COO 0.834 0.019 0.00) 1.01 0.10 0.03 6.87 
18 

5 0.034 10.38 0.143 0.016 0.00> 0.805 0.020 0.012 1.49 0.16 0.05 8.36 
19 

5 0.043 5.43 0.137 0.013 O.tn;- 0.002 0.001 0.012 0.74 0.07 0.03 4.36 
20 

5 0.010 6.48 0.137 0.011 0.003 0.826 0.013 o.oce 0.89 0.07 0.02 5.37 
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1277 57 

f8m:ol4JJY {irdiViCUils) 
Gra.p 3 (50 WJ/l<g} 

PT PTr 

Gil G/1 rel. 1 rel. 1 sec 

16 
5 0.10 0.00 946 0.010 0.87 31.8 

17 
5 0.16 0.00 1103 0.003 0.00 20.8 

18 
5 0.2'\ 0.13 1043 0.010 0.87 15.9 

19 
5 0.17 0.00 970 0.009 1.01 18.4 

20 
5 0.09 0.00 975 OJXl9 0.84 19.2 

A1TJ.\CHMINT PA<fi 755 
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~277 58 

tstetolcgy {irdiVickJals) 
~ 4 (1~ llYJ/I<g) Wt.ES 

-· ................................. -· ........... ---- ...... ___ .. __ .... ---·--- 41 ----- ....... -- .,._ ....... --- .... - .. - ·-- ...... -- ......... ·-· ............ --· ·-· ................ --- -· -- ... 

~ ·1-b Itt ttV mN fill tm; tGI Reti Ret1 L Reti "feti 

NUD \oES< Til nmJl/1 ret. 1 fl rel. 1 ool 11001/l 1111Dl/1 rel. 1 Gil rel. 1 rel. 1 
··--·-·· ........ ----- ........ ---- ................ -· ..... ----·- ... -........ ---- .......................... -. ·-..... -- -· .............. ·----·· ..... --·-· ...... --·-· ............................. ··---· 

21 
5 8.78 9.9 0.480 54.5 0.123 1.13 20.67 1.69 0.028 244 0.701 0.286 

22 
5 6.30 10.7 0.490 59.3 0.197 1.29 21.80 1.75 0.024 199 0.639 0.329 

23 
5 8.03 10.0 0.400 57.8 0.140 1.24 21.45 1.92 0.025 202 0.624 0.342 

24 
5 8.69 10.4 0.400 56.3 0.111 1.20 21.24 1.53 0.022 193 0.500 0.376 

25 
5 8.94 10.2 0.400 54.1 0.110 1.14 21.13 1.55 0.019 174 0.687 o.w 

~ 
5 7.96 9.7 0.400 57.6 0.12) 1.21 21.07 1.74 0.027 218 0.001 0.341 
7 7.78 8.9 0.425 54.8 0.124 1.14 'l).Ol 1.59 0.025 192 0.441 0.328 

7J 
5 8.28 9.8 0.460 55.2 0.110 1.18 21.44 1.77 0.024 197 0.599 0.372 
7 7.00 9.0 0.420 53.2 0.116 1.14 21.38 1.65 0.024 187 0.441 0.333 

2B 
5 8.35 9.7 0.460 55.5 0.111 1.16 ~.88 1.67 0.024 196 0.576 0.392 
7 8.52 9.4 0.460 53.5 0.117 1.10 ~.55 1.48 0.019 164 0.382 0.357 

29 
5 8.31 9.7 0.450 54.5 0.115 t .16 21.$ 1.61 0.023 191 0.661 0.323 
7 8.39 9.3 0.440 52.3 0.117 1.10 21.00 1.44 O.CY20 1n 0.478 0.346 

30 
5 8.70 10.4 0.400 56.7 0.112 1.20 21.14 1.64 0.023 243 0.620 0.354 
7 8.69 9.9 0.470 54.6 0.116 1.14 ~.8J 1.52 0.023 199 0.392 0.342 
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Sanitized Version 

ace STUDY NUMBE~277 59 

lirDrtol<m' ( in:iivi<W l s) 
Gro.p 4 {1f:O ng/kg) tW.f.S 

.......................................... ----... ------...... --·--·----···· -· ....... _ .. --- ...... ----- ..... ·-- ............................ -··. ---------·-----··---· .. ---·--·-- ..... 
f{ Peti wx: Naut Eos Baso lyrrcm tblJ l.u:: ~ Eos 8aso l~ 

m_m s rel. 1 Gil rel. 1 rel. 1 rel. 1 rel. 1 rel. 1 rel. 1 Gil Gil Gil Gil ----................... -................... ----· .................. --··· ____ .................... - ....... "" .................... _-- .. ------·· .. ------· ....................................................... 
21 

5 0.013 8.36 0.131 ().014 0.005 0.830 0.013 0.007 1.09 0.12 0.04 6.94 
22 

5 0.002 6.10 0.168 0.024 0.002 o.n4 0.019 0.012 1.03 0.15 0.02 4.n 
23 

5 0.034 6.43 0.173 0.017 0.003 0.71l0 0.019 0.009 1.11 0.11 0.02 5.01 
24 

5 0.034 8.51 0.142 0.014 0.004 0,$:)9 0.021 0.010 1.21 0.12 0.04 6.68 
25 

5 0.016 5.75 0.170 0.008 0.004 0.700 0.019 0.009 0.98 0.05 0.02 4.54 
26 

5 0.® 7.03 0.127 0.011 0.003 0.825 0.023 0.012 0.89 0.00 0.02 5.82 
7 0.232 8.41 0.163 0.027 0.003 0.174 0.019 0.015 1.37 0.22 0.02 6.51 

21 
5 0.000 6.03 0.166 0.017 0.003 0.791 0.015 O.CXJT 1.00 0.10 0.02 4.77 
7 0.226 6.55 0.175 0.019 . 0.001 0.7B6 0.013 0.005 1.15 0.13 0.01 5.15 

28 
5 0.002 6.86 0.156 0.012 0.004 0.799 0.021 0.007 1.07 O.a5 0.03 5.48 
7 0.262 6.99 0.109 0.020 0.003 0.839 0.022 0.006 0.76 0.14 0.02 5.87 

29 
5 0.016 4.82 0.192 0.016 0.002 0.754 0.022 0.012 0.92 0.03 0.01 3.64 
7 0.176 5.63 0.208 0.024 0.002 0.721 O.Ol) 0.015 1.17 0.14 0.01 4.03 

30 
s 0.026 6.11 0.139 0.008 0.003 0.822 0.018 0.010 0.85 o.os 0.02 5.02 
7 0.266 5.00 0.160 0.014 0.002 0.793 0.02> 0.010 0.94 0.08 0.01 4.66 
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Sanitized Version 

ORCC STUDY NUMBE.1277 60 

Haretolqy (iOOiviclBls) 
Citq) 4 (1&> ng/kg) WiES ........ -· .................................................... ·-----· _______ .,. __ ........ -·------·-____ .,. ........................ .;. ........................ ·····-···· ·····-·~~~··. ·--··-·-

ttro loc Plt ~ PT PTT 

NUD WE< Gil Gil Gil rel. 1 rel. 1 se; 
............................... --- ......... ----· ·- ...... ···-----· ----- ... ----·---. --- ....... ----- ............. -... ·-----· .. ----- ......... ------ ...... -·------------- .. ---

21 
5 0.11 0.00 1168 0.010 0.00 12.7 

22 
5 0.12 O.Gl 925 0.008 0.97 31.3 

23 
5 0.12 0.00 9)8 0.009 0.94 29.5 

24 
s 0.18 0.00 1002 0.009 0.89 17.5 

25 
5 0.11 O.<X; 1161 0.010 0.00 24.7 

26 
5 0.16 0.00 1014 0.011 0.92 18.2 
7 0.16 0.13 920 0.010 0.91 18.5 

ll 
5 0.09 0.04 1167 0.003 0.93 24.3 
7 0.00 0.03 1183 0.011 ~.83 30.0 

23 
5 0.15 o.ns 1100 0.009 0.86 18.3 
1 0.15 0.05 987 0.009 0.80 18.9 

29 
5 0.11 0.00 1073 0.010 0.87 24.2 
7 0.17 0.00 1001 OJX)9 0.80 24.8 

30 
5 0.11 0.00 1047 0.010 0.86 18.9 
7 0.12 0.00 1077 0.009 0.83 22.3 

ATTACM·M·ENT PAGI! 7$8 
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Sanitized Version 

IJ'CC STUDY NUMBE111277 61 

fbretology (iOOivid.alsl 
Q-~ 1 (0 uglkg) ffiW..ES -·- ......................................................... ·-. ·---· ............ ·- ..... ······-· ..... ··--···· ...................................... ___ .................................. ·-- -·---

~ It> Hct rvl fUol I'm tnt KW Peti Reti L Reti H ~ti 

.m_Nl m Til mrolll rel. 1 f1 rel. 1 firx>l nool/1 molll rel. 1 G/1 rel. 1 rel. 1 
..... ···---.. ···-· ................................ ··--·--·-··· --- ............... ----- .. -............ -- ............... ·-··-----· ...... ----- ..... -----· ···---~·-. ------ ...... --

31 
5 7.98 9.6 0.450 56.4 D.1l> 1.21 21.42 1.64 0.024 191 0.726 0.268 

32 
5 8.07 10.0 0.450 56.1 0.173 1.23 22.02 1.71 0.019 157 0.641 0.336 

33 
5 8.56 9.9 0.470 55.5 0.114 1.16 2>.95 1.53 0.026 Z!) 0.536 0.417 

34 
5 8.22 9.3 0.440 53.7 0.1(17 1.13 ZJ.97 1.61 0.023 187 0.564 0.399 

35 
5 7.97 9.7 0.460 57.7 0.107 1.22 21.14 1.52 0.035 282 0.578 0.379 

36 
5 7.72 9.7 0.450 58.2 0.164 1.26 21.67 1.59 0.022 171 0.726 0.269 
1 7.29 9.0 0.-eJ 57.4 0.131 1.24 21.00 1.32 0.028 LU3 0.414 0.367 

37 
5 7.65 9.4 0.440 56.5 0.110 1.20 21.25 1.53 0.011 212 0.566 0.373 
7 7.43 9.1 0.430 57.2 0.126 1.23 21.42 1.ll 0;032 2l3 0.334 0.325 

38 
5 7.96 9.6 0.440 55;5 0.184 1.20 21.64 1.75 0.016 127 0.745 0.245 
7 7.76 9.3 0.44() 56.3 0.144 1.20 21.37 1.33 0.023 179 0.432 0.380 

39 
5 7.77 9.5 0.440 56.S 0.155 1.23 21.78 1.75 o.an 2l) 0.644 0.343 
7 7.63 9.1 0.430 56.0 0.124 1.20 21.40 1.32 0.022 170 0.444 0.351 

40 
5 8.60 9.9 0.460 53.7 0.117 1.15 21.34 1.61 0.026 223 0.702 0.283 
7 8.33 9.5 0.450 54.6 0.130 1.14 2},87 1.29 0.023 188 0.429 0.329 

ATTACHMENt PASS 7$9 
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Sanitized Version 

C STUDY NUMBE 62 

Hermolo;y ( irdiviriel s} 
G-tLP 1 {0 ng/~) FeW.ES 

............. ·-·---·.- .............. -------··--··. ----- ..... ··----·· ..... ---------... -- .. --- ........... ---·· .................... ·-----.... ------··· ............... 
H~i ~ teJt Eos Baso L~ tbn w: teJt Eos Baso L~ 

/fi_tl) liB( rel. 1 Gil rel. 1 rel. 1 rel. 1 rel. 1 rel. 1 rel. 1 Gil Gil G/1 Gfl ·-------· -·-... --·-.... ------·· ...................... ---·· -- ...... --·---·- ..... ----·· ... ------------- ................................ ---· --- .. ----·· ·-·---·------·---
31 

5 0.005 5.78 0.(})7 0.011 o.oca 0.897 0.012 0.00) 0.39 0.00 0.02 5.1S 
32 

5 0.023 s.n 0.225 0.019 0.003 0.724 0.019 0.~ 1.29 0.11 0.02 4.14 
33 

5 0.047 4.82 0.2)8 0.019 0.004 0.745 O.Ot9 o.coo 1.00 0.00 0.02 3.59 
34 

5 0.006 5.02 0.168 0.017 0.003 o.-n4 0.022 0.016 0.84 0.1:13 0.01 3.88 
35 

5 0.043 4.91 0.301 0.044 0.003 0.621 0.025 0.007 1.48 0.22 0.01 3.05 
36 

5 0.005 7.14 0.164 0.022 0.004 0.782 0.@ o.tm 1.17 0.16 0.03 5.59 
7 0.219 5.39 0.002 0.013 0.002 0.007 0.016 0.~ 0.49 0.07 0.01 4.67 

37 
5 0.001 3.45 0.244 o.ro1 0.003 0.689 0.027 0.007 0.84 0.11 0.01 2.38 
7 0.342 2.!17 0.215 0.012 0.001 0.748 0.023 0.002 0.64 0.04 0.00 2.22 

38 
5 o.cm 5;00 0.261 0.031 0.003 0.675 0.024 0.007 1.32 0.16 0.01 3.41 
7 0.189 3.10 0.207 0.022 0.002 0.745 0.016 O.OOl 0.64 0.07 0.01 2.31 

39 
5 0.012 4.86 0.283 0.032 0.003 0.645 0.025 0.012 1.37 0.15 0.02 3.13 
7 0.199 4.03 0.126 0.020 0.001 0.820 0.023 0.010 0.51 0.~ 0.01 3.31 

40 
5 0.015 4.23 0.252 0.023 0.002 0.688 0.021 0.013 1.07 0.10 0.01 2.91 
7 0.242 3.44 0.154 0.008 0.003 0.004 0.022 o.coo 0.53 0.03 0.01 2.n 

312 
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(jlcc sTuov NUMBE-277 63 

Haratology (irdivi<i.Bls) 
&up 1 {0 gq/kt]) FeW.ES 

. ··---· ...... ---·-· ....... -.. ---- ....... --------·-----·--·-·· .......................... ---·· ...... ··-··· ... ·-·-··· ........................ ·---·· .............. ··-·. 
lim W: Plt t'etlb PT PIT 

~JD w:a< G/1 Gfl Gil rel. 1 rel. 1 sec 
--·-· .......... -------............... ------ ...... ···--............ ~--··. ·····-------· ------ ........................ -- ··---------- ..... ------· ·------·--·· -.. -.... 

31 
5 0.07 0.05 1035 0.010 0.98 17.6 

32 
5 0.11 0.05 1336 <1.010 0.87 28.9 

33 
5 0.09 0.03 1398 0.009 0.00 22.0 

34 
5 0.11 0.00 1399 0.009 0.91 15.0 

35 
5 0.12 0.03 920 0.009 1.13 17.2 

36 
5 0.14 0.00 1169 0.010 0.92 19.4 
7 0.09 O.tl> 987 0.009 0.80 25.3 

37 
5 0.09 0.02 1224 o.cm 1.01 19.3 
7 0.07 0.00 1204 0.009 0.85 23.1 

:38 
5 0.12 0.04 1251 0.009 0.91 24.7 
7 0.05 0.03 1111 0.010 0.75 31.2 

39 
5 0.12 0.00 1249 0.011 0.89 30.1 
7 0.09 0.04 1045 0.010 0.84 22.4 

40 
5 0.00 0.05 1115 O.OOB 1.ai 19.3 
7 0.08 0.03 997 0.009 0.138 22.4 

ATTACHMENT PAG£761 
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[!RCC STUDYNUMBE~1277 64 

toatology (irxlividals) 
~ 2 (5 ag/lqJ) 

............. ·---- ..................... --...................................... __ ... -- ... ···--.. --- -·--- ............. -·- ........... -..... ···---. -·--------- ............... __ -------·--·-
~ tb ttt tlV JW fOi tOC IDol REti Reti l Reti 11 Reti 

PH_t{) w:s< T/1 11110111 rel. 1 fl rel. 1 fnol mln 111001/l rel. 1 Gil rel. 1 rel. 1 
--·-·····-----··---··--·· ................. ······ ........ ---------- .............. ------- ....... --·- ... ·- -- ... -- ....... --------- .......... ----·-··-········-.. ·-· ..... --·-·· 

41 
5 7.69 9.1 o . .w 54.6 0.110 1.18 21.58 1.51 0.031 240 0.642 0.345 

42 
5 8.00 9.2 0.430 53.8 0.114 1.15 21.40 1.59 0.019 155 0.697 0.284 

43 
5 7.70 9.3 o . .w 55.8 0.122 1.21 21.67 1.66 O.OZ6 197 0.698 0.284 

44 
5 8.00 9.5 0.450 56.2 0.107 1.19 21.1» 1.38 0.029 236 0.555 0.409 

45 
5 n.d. n.d. n.d. ll.d. n.d. n.d. n.d. n.d. n.d. n.d. n.d. n.d. 

n.d.=rot OOtermiraf 
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65 

Hamtol~ (1rmv1ruals) 
lro4:> 2 (5 ~tg/I<Q} 

NLN> 1rEB< rel. 1 Gil rel. 1 rel. 1 rel. t rel. 1 rel. 1 rel. 1 Gil Gil G/1 Gfl 
.... ·- ... ---......... --·---...... -.. ·-· .......... -·-·. ·-...... --..... --...... -----· .............. -----·- .. -... ----· ---- ... -- .... --------·- .... -----·--·· .. -------- ..... -

41 
5 0.013 3.75 0.221 0.027 0.003 0.720 0.021 0.006 0.83. 0.10 0.01 2.70 

42 
5 0.020 4.$ 0.194 0.040 0.004 0.734 0.023 0.005 0.96 O.Zl 0.02 3.64 

43 
5 0.018 3.40 0.300 0.017 0.003 O.EOO 0.023 0.008 1.19 0.00 0.01 2.04 

44 
5 0.036 4.85 0.204 0.018 O.IXYl 0.757 0.011 0.007 - 0.99 0.09 0.01 3.67 

45 
5 n.d. n.d. n.d. n.d. n.d. n.d. n.d. n.d. n.d. rtd. n.d. n.d. 

n.d.=rot ootermirat 
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• .: G; • : L . 1277 66 

Hemol(YJ)' (irdivid.als} 
Qup 2 {5 rrgll<g) 

l.u: Plt ~tlb PT PIT 

Gil Gil reT. 1 rel. 1 

41 
5 0.08 0.03 1227 0.010 0.00 16.7 

42 
5 0.12 0.03 1330 0.009 1.00 19.2 

43 
5 0.08 0.03 1519 0.006 0.91 20.5 

44 
5 0.05 0.03 1246 0.009 0.00 22.2 

45 
5 n.d. n.d. n.d. 0.011 0.85 37.6 

n.d.=rot detentined 

ATTA¢.HMENT PAGE: 764 . 
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talatology (irdivid.als} 
Gro4> 3 (50 J~rJ/~) FBW.ES 

........ ··--....... ------ .. ------·------ ·--- ... ·---· ............. ---- ............ -.................... --· ...... -----------................................ --··· .. -· .. ··-··--· 
r« tb Itt ttV flW l'Oi POt KW Reti Reti l Reti H feti 

m_m W:IK Til nmlJl rel. 1 f1 rel. 1 fnol 111101/1 111101/1 rel. 1 Gil rel. 1 rel. 1 -- ... -·---- ..... ·-·-- .. ------· .......... ----· ... -.. -- .............. .,. .......... ···---·- ........... -. ·-----------··· ................. ------·· ·-·-... _____ .. ______ ............. 
46 

5 8.10 9.4 0.440 54.2 0.121 1.16 21.34 1.65 0.028 228 0.562 0.399 
47 

5 8.12 9.4 0.400 56.5 0.111 1.16 ~.47 1.49 0.029 239 0.535 0.432 
48 

5 1.re 9.4 0.450 57.0 0.103 1.18 al.79 1.45 0.026 204 o.sn 0.392 
49 

5 8.42 9.7 0.460 55.0 0.100 1.15 21.01 1.49 0.022 186 0.736 0.255 
50 

5 8.21 9.3 0.450 54.2 0.111 1.13 20.87 1.41 0.032 259 0.607 0.355 
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leratolOJY (irrliv1cials) 
fro.p 3 (50 IIIJI~) FeW.ES 

----- ·'!'>·• -·-- --- ...... ---- ...................... -- ·--···· ---- ....... ·------ ... _ ... __ - ·-- .. ----- ...... --- ----· ..................... ---· .......... - .... ········-·-· ...... --------
H Peti \oOC tW Eos Baso lytllhl ltro w: teJt Eos Baso L)11lto 

MJD \eK rel. 1 Gil rel. 1 rel. 1 rel. 1 rel. 1 rel. 1 rel. 1 Gil Gil Gn Gil 
--· ••• - -- ............... --- .... ---·- .... -- .. ···-... -- ------ ---- ... ---- -- .... ------ ..... --.-.--- .... - .... - .............. ------ ... ------·- ............... - ·-...... 0 

46 
5 0.039 4.26 0.100 0.018 0.004 0.759 0.02> O.OOJ 0.81 0.00 0.02 3.23 

47 
5 0.032 4.32 0.178 0.020 0.003 0.766 0.021 0.012 o.n 0.09 0.01 3.31 

48 
5 0.031 5.15 0.118 0.017 0.003 0.845 0.012 o.oos 0.61 0.09 0.02 4.35 

49 
5 0.003 4.88 0.215 0.025 0.004 0.721 0.025 0.010 1.05 0.12 0.02 3.52 

!:{) 

5 0.038 2.20 0.510 0.039 0.003 0.416 0.028 0.004 1.12 0.09 0.01 0.92 
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Q-cq> 3 (50 llg/Jlij} 
HaJatol~ 'i~vidals) 

ltro lt.c Plt Hetlt PT PIT 

m_oo WR Gil G/1 G/1 rel. 1 rel. 1 sec 
........ · ....... ---·· ........ -......... -----·---·-· -.------.... ··---.... ·-------··-·--· ..................... -----·····-·-··· ........ ., ....... ---·-······.-·-····-

46 
5 0.09 0.04 1~ 0.008 O.g) 18.6 

47 
5 0.09 0.05 1007 0.010 0.95 20.5 

48 
5 0.06 0.03 1001 0.008 0.91 19.9 

49 
- 5 0.12 0.05 1065 0.008 1.01 15.1 

50 
5 0.00 0.01 1150 0.009 0.00 15.6 
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1-mltolaJt (irxl_ividals) 
~ 4 (1&> 11]/~) FEM.ES 

...... --............... -----.-·- -·~ .. ·-............ ··-···-. ·---- .. -- .......... --- .. -.. ------- -~-- ---- ........ ·----.... ---· -··· .. -........... -....... ---·-- ... -....... ---- ......... 
JU; lb ij;t ICV rtW IOf tOC Kltl Reti Reti l Reti M leti 

NLID lfB< Til 111101/1 rel. t f1 rel. 1 tirol IIJIDlll IIIIDl/1 rel. 1 Gfl rel. 1 rel. 1 
.............................. --·- ...... ·----................. --··· -··· ·--......................... -. -· ·- .... ·-·-· ...... -..... -----·-·· ··-----·· ..... --.. --- ..... ------- ............ -···-

52 
5 7.94 9.6 0.440 55.0 0.140 1.21 22.00 1.70 0.026 203 0.663 0.313 

53 
5 8.43 9.8 0.400 54.7 0.115 1.16 21.26 1.61 0.000 254 0.565 0.408 

54 
5 8.45 10.0 0.460 54.2 0.1l) 1.19 21.94 1.70 0.020 170 0.712 O.Z74 

55 
5 7.79 9.8 0.450 57.2 0.200 1.25 21.94 1.70 0.022 170 0.732 0.~1 

56 
5 8.09 9.5 0.440 54.6 0.114 1.17 21.52 1.55 0.020 163 0.800 0.191 
1 7.86 9.1 0.430 55.2 0.127 1.16 21.ro 1.l> 0.023 182 0.532 0.331 

~ 
5 7.81 9.6 0.440 56.1 0.107 1.23 21.85 1.55 0.021 167 0.664 0.314 
7 7.35 9.0 0.420 57.6 0.127 1.23 21.38 1.28 0.021 152 0.527 0.342 

58 
5 7.59 9.1 0.430 56.5 0.110 1.20 21.32 1.52 0.025 '100 0.721 O.Z71 
7 7.41 9.0 0.420 57.3 o.1m 1.22 2'1.29 1.24 0.021 156 0.441 0.342 

59 
5 8.52 9.6 0.450 52.9 0.118 1.12 21.18 1.65 0.021 176 0.743 0.248 
7 8.29 9.4 0.460 55.3 0.140 1.13 20.49 1.23 0.018 152 0.524 0.310 

60 
5 7.93 9.4 0.440 55.8 0.113 1.19 21.24 1.53 0.032 254 0.557 0.401 
7 8.15 9.4 0.450 55.3 0.116 1.15 20.83 1.2) 0.020 167 0.507 0.345 

ATTAtHMiNT PAGli 76.8 
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fil~Btology (irdividals) 
.Qup 4 (1EO ~~g/kg} FeW..ES ·------ ........ ----- .......... --------------- ........ _____ ... _ -·-------- ..... -· ....... -· .. ---···· ................................................ ··----·· -·· 

H Reti liOC rest Eos Baso l~ folcro IJ.c tEut &Is Baso l~ 

m_~ \rEB< rel. 1 GJl re1. 1 rel. 1 rel. 1 rel. 1 rel. 1 rel. 1 Gil Gil G/1 GJl ---- .......................... -------···· ---·--···· ................. -.................. -- ......... ----· ..... ---- ....... -~ --- ............... ----- ..... ·-----·-----4 --· ------- -·- _..,_ 
52 

5 0.024 4.55 0.112 0.018 0.002 0.847 0.016 0.004 0.51 0.00 0.01 3.86 
53 

5 O.O'll 4.00 0.217 0.013 0.003 0.736 0.02t O.WJ 0.96 0.00 0.02 3.31 
54 

5 0.014 4.63 0.3>2 0.025 0.002 0.741 0.023 0.007 0.94 0.12 0.01 3.43 
55 

5 0.007 4.56 0.165 0.019 0.002 0.784 0.024 0.007 0.75 0.00 0.01 3.57 
56 

5 0.0Cl9 5.35 0.005 0.024 0.003 0.849 o.oro 0.~ 0.51 0.13 0.02 4.54 
7 0.137 3.75 0.005 0.009 0.001 0.008 0.010 0.007 0.24 0.04 0.00 3.40 

'Sf 
5 0.022 4.65 0.154 0.012 0.003 0.004 0.017 0.010 0.72 0.00 0.01 3.73 
1 0.131 4.53 0.198 0.016 0.003 0.759 0.018 0.007 0.90 0.07 0.01 3.44 

58 
5 0.008 3.00 0.125 0.021 0.003 0.826 0.01S 0.00} 0.50 0.00 0.01 3.27 
7 0.217 3.44 0.135 0.016 o.oos 0.825 0.010 0.003 0.46 O.C6 0.02 2.83 

59 
5 0.009 5.72 0.171 0.019 0.004 O.T!3 O.OZJ 0.012 0.98 0.11 0.02 4.42 
7 0.166 3.25 0.145 0.012 O.<Xl1 0.813 0.019 0.005 OA7 0.04 0.00 2.66 

60 
5 0.042 4.79 0.193 0.020 0.003 0.749 0.026 0.003 0.92 0.10 0.02 3.59' 
7 0.148 4.66 0.128 0.014 0.001 0.833 0.017 O.OC6 0.60 O.C6 0.01 3.B8 
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liamtolcgy (irmvid.Jals} 
·tro.p 4 115> ng/~} FeW.ES ----------· ........................................... -------·--· .................. --------------------· ----- ............ ---· ........ -----------------·--....... -.......... 

~ ~ Plt Hetlb PT P1T 

#f_tf.) \rEEK G/1 Gil G/1 rel. 1 rei. 1 sa; 
....... --- ............................................. -----·····--·------ ·-·-----........ ------.... ·-···· -- ............. -·-----------··--. ·--··· ... ----·--· ......... 

52 
5 0.07 0.02 1003 0.010 0.95 20.3 

53 
5 0.10 0.04 1192 0.010 0.91 22.9 

54 
5 O.H 0.03 1164 o.cm 0.00 20.6 

55 
5 0.11 0.03 978 0.009 0.93 25.8 

56 
5 0.11 0.05 007 0.010 0.91 14.5 
7 0.04 0.03 980 O.OfO 0.79 20.6 

~ 
5 0.08 0.05 1000 0.010 0.92 17.9 
7 0.08 0.03 9Zl 0.010 0.84 22.2 

58 
5 0.00 0.04 1~ 0.009 0.86 18.5 
7 0.03 0.03 gn 0.009 0.84 23.3 

59 
5 0.12 O.CJT 1016 0.009 0.95 'l7.2 
7 0.00 0.02 1059 0.009 0.83 28.6 

60 
5 0.12 0.04 1120 0.003 1.01 13.7 
7 0.08 0.03 964 O.OOil 0.89 18.4 

· ATI ACMMEN1 PAGE 771'J 
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.1.7 BLOOD CHEMISTRY (INDIVIDUALS) 
fi"Q.P 1 (0 naJ/~) I'W..ES 

................... .- ............... -- ......... --- .. -....... ·- _..., __ --- ....... -...... ·····--·--.............. -... -· ..... --- .. -... ~--·-- ·····--·-............................................................ 
Glu; Urea Creat Sili-tot {h)l Trigly fms-lip N:AT PlAT llli am AlP 

m_m WE< nml/1 noolll )JIX)111 IJIX)lfl rmnlll nool/1 ml/1 Ull Ull U/1 U/1 U/1 
...................... -- ........................ -·---- ·-~ ................. --- ·--.. --- ......... ·-·------............. ·-· ·- ........... --------- ... _- ..... ------ ................ --· ........ ·--· ... -. 

5 4.70 5.00 22.3 1.75 2.70 0.35 2.04 73.0 24.9 230.7 6.1 93.7 
2 

5 4.37 4.85 22.6 1.27 1.45 0.85 1.2a 79.7 22.1 724.3 4.7 83.1 
3 

5 5.54 5.01 22.0 1.S6 1.26 0.27 1.13 86.0 34.3 168.8 5.2 85.7 
4 

5 3.36 6.39 27.1 2.36 1.49 0.89 1.38 122.6 36.5 1726.0 7.6 93.7 
5 

5 3.13 6.46 23.9 1.45 1.42 0.35 1.31 7S.2 26.9 173.3 4.1 95.9 
6 

5 3.28 6.00 24.9 1.85 1.47 0.43 1.34 66.8 24.3 164.9 4.5 89.3 
7 5.75 5.73 24.8 2.56 1.48 0.44 1.33 re.o 23.2 115.7 4.4 65.4 

7 
5 4.2B 4.49 23.6 1.36 2.35 0.57 1.n 73.5 27.3 146.6 6.1 187.3 
7 5.95 4.76 26.~ 1.44 2.39 0.39 1.58 62.0 22.3 93.7 5.2 126.7 

8 
5 4.13 5.40 26.1 1.56 1.53 0.79 1.41 70.9 25.0 231.2 5.6 94.6 
7 5.91 5.65 26.7 2.01 1.65 0.68 1.58 61.2 26.9 87.6 5.2 76.0 

9 
5 4.03 5.37 24.0 1.44 1.45 0.37 1.31 74.5 25.3 100.0 5.7 96.8 
7 3.94 6.01 27.9 1.80 1.71 0.38 1.36 79.7 34.1 111.3 9.3 77.9 

10 
5 3.74 5.52 23.1 1.77 1.00 0.53 1.47 92.4 Z7.8 465.9 5.5 86.6 
1 4.61 6.36 28.9 2.07 2.34 0.28 1.79 95.3 29.4 363.6 4.5 70.0 
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Bloo:J ct~Emstry (indivictals} 
(1-a.p 1 (0 ng/l<g) M..ES 

.................... -------- .. ---- ----·- ........ -. -- ·- ...... ---- ... --------- .. -.............. --· .... -............. ------ .. -- .......................... ---- ..... --........ ·---·· -· ... ._----... 
em 0< Nat- K+ Cl· CaH- ro4-in Prot Alb Gld> A/G 

Nl_t() ~ Ull U/1 111101/l 1110111 llm:)lJl nnol/1 1111'01/1 g/1 g/1 g!l rel. 1 
---· ·---·--- .. ---------····--···· .. ···-·· ........................................ -----............................. ·------........................... ------ ...... ·-- ... ·--

5 0.0 212.6 137.3 3.07 98.9 2.62 2.07 66.65 43.81 22.84 1.92 
2 

5 0.0 461.0 137.4 3.16 99.5 2.51 2.27 61.00 41.23 19.85 2.00 
3 

5 0.0 241.5 137.4 2.92 00.7 2.58 2.C6 63.33 43.53 19.&) 2.20 
4 

5 0.0 779.3 143.1 3.91 100.0 2.42 2. t2 59.S9 43.10 16.49 2.61 
5 

5 0.0 197.3 139.3 2.76 100.2 2.67 2.45 64.44 42.85 21.59 1.98 
6 

5 0.0 146.8 138.5 3.04 101.5 2.53 2.ai 65.14 43.47 21.61 2.01 
7 0.0 124.3 140.9 3.76 102.9 2.59 2.28 63.03 40.99 22.04 1.86 

7 
5 0.0 217.8 138.0 2.95 100.1 2.64 2.28 63.00 42.10 20.00 2.01 
7 0.0 1C6.7 139.1 3.36 103.7 2.56 2.15 fiJ.'ll 39.73 ~.54 1.93 

8 
5 0.0 223.2 139.0 2.73 101.0 2.54 1.99 60.53 42.99 17.54 2.45 
7 0.0 120.9 139.5 3.14 1o3.2 2.59 1.00 60.46 . 41.95 18.51 2.'0 

9 
5 0.0 143.7 138.9 2.66 101.8 2.54 2.31 61.65 42.18 19.67 2.14 
7 0.0 167.0 140.9 3.02 105.1 2.64 2.21 59.32 40.45 18.00 2.14 

10 
5 0.0 338.8 137.2 3.92 100.6 2.56 2.29 00.83 41.00 19.77 2.08 
7 0.0 1014.6 139.4 3.56 103.4 2.66 2.13 fiJ.95 40.43 20.52 1.97 
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Blcxd ctmistry (5ndivid.els) 
Qup 2 (5 Rg/kg) 

Glu:; Urea Creat Bili~tot 0'01 Trigly Phos-lip f&..T AAT LOO G.Jl{ AlP 

,&N_N) \tEE< 111001/1 111101/1 ).ll(ll/1 ~1/1 111101/l llllnlll llllD111 UJl U/1 un Ull Ufl .............. -··--· ................ -............ ·--.................... · ........... ,.. ....... ----- ... -- ......... --- ..... -------·----· .............. --- ........ -----····--· ......... --··-~ 
11 

5 4.51 4.83 .22.9 1.53 1.11 0.21 1.04 75.4 31.8 88.5 6.5 95.1 
12 

5 4.'ll 5.01 23.1 1.19 1.24 0.51 1.22 75.4 26.9 270.1 5.4 82.8 
13 

5 4.35 4.35 CJ.S 1.50 1.'l/ 0.58 1.33 68.2 21.9 79.6 4.5 85.9 
14 

5 4.52 5.63 28.7 1.88 1.59 0.76 1.53 84.2 31.7 128.9 5.3 t28.6 
15 

5 3.61 4.83 21.9 1.43 1.17 0.25 1.12 76.8 26.3 88.1 4.8 78.3 
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Blood ct'en1stry (irrlivitbls) 
Q-~2 (SII'QI~) WLES --··-·· .... ------··--·--· ------·--- ...... ··--··· .... --· ------..... ----- ............................................................ -... ,. ............................... -··--· em 0< Nat K+ Cl- fat+ ro4-in Prot Alb Glcb A/G 

PNJll \oEB( U/1 U/1 mol/1 moolll mrol/1 mrol/1 mrolll gfl gil gil rel. 1 
··---··---·---· ...... ··----...... ·--....... --·---- ................. -- ............ ---· ..................... ----··--· .. ---··--·-............. -- ....... ---·----- ............ ·--------·--·-

11 
5 0.0 179.3 138.2 3.17 101.6 2.59 1.93 64.37 42.15 22.22 1.00 

12 
5 0.0 228.2 139.6 2.64 101.0 2.59 1.97 61.73 41.07 20.00 1.99 

13 
5 0.0 123.6 138.0 3.00 101.8 2.50 2.16 62.22 41.21 21.01 1.96 

14 
5 0.0 168.7 137.6 3.33 100.7 2.60 2.00 00.34 40.91 19.43 2.11 

15 
5 0.0 132.6 139.7 2.94 101.6 2.52 2.03 60.79 41.33 19.46 2.12 
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Sl<XXl daristry (iooivi<ials) 
G-o.4> 3 (50 rrg/l<g} tW.£S ---................. -·----- -- ................... ·---·--·- ... ----... -· ............. -·- .... ___ .... -··----................................................. ·-·---··-·. ------.. ···-

Glt£ u-ea Creat Bih·tot Cll:ll Trigly Pros-lip ~T PlAT l.OO am AlP 

M_ID hEEl< mrul/1 mol/1 JJIK)lil JJ!Olll ml/l 111001/1 mnlll U/1 Ull U/1 Ull U/1 .... ···-------------------------------· --- ... --- ....... ·--·-..................... -··-· ...... -- ......... __ .,. ___ ··-........... --·. ---........ ····-----. -· ...... -··---
16 

5 4.12 5.15 20.5 1.59 1.54 0.41 1.43 B0.9 34.7 388.9 5.3 115.3 
17 

5 4.98 5.11 24.9 1.30 1.18 0.68 1.18 75.3 26.8 76.9 5.0 84.9 
18 

5 5.14 5.97 25.1 1.60 1.17 0.58 1.18 85.5 'll.O 394.3 5.5 82.4 
19 

5 - 4.83 5.89 23.8 1.49 1.20 0.66 1.16 69.5 24.3 175.9 5.5 132.0 
2) 

5 4.97 5.91 27.1 1.38 1.14 0.31 1.12 87.0 27.1 133.0 6.3 150.4 
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Blocd dmistry (irdividals) 
(hq> 3 (50 cg/l<ij) --......... ---....... ---·· .............. --.. -.... ··-·· ..................... -------.. -....................... ---·· .. -- .......... --......... ---·---- ............. ----------·- --

<liT 0< Na+ K+ Clw Cat+ rot-in Prot A1b Glob A/G 

IWJIJ \tEE( IJ/1 U/1 mKJl/1 mlll Jmlll/1 nnol/1 Jllll)l/1 g/1 gJl gil rel. 1 ............ ·----...... ---... -- -·----..... ---....... ------ ......... -__ ..,. __ -.... -.. __ ----......... -----........... ---............. --.- .. ---- .... -......... --·-. ----·--........... -
16 

5 0.0 319.2 137.7 3.58 ~.1 2.47 2.19 61.01 42.$ 18.45 2.31 
17 

5 0.0 128.3 137.2 2.86 102.3 2.52 1.9) 59.88 39.63 20.25 1.96 
18 

5 0.0 335.6 137.8 3.53 100.5 2.48 2.03 59.00 41.63 18.27 2.28 
19 

5 0.0 179.7 139.0 2.98 100.9 2.52 2.18 59.19 .;().46 18.73 2.16 
20 

5 0.0 189.8 139.9 2.91 103.3 2.52 2.17 00.56 42.14 18.44 2.29 
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Blood clanistry (irdivid.als) 
Qup 4 (1f.O ng~) IWES 

....... ·-·----....................... ··---· ... ------·- .. ·-·- .. --------- .... -·-·---··-----·· ................................... ··-·····-------· ................. --
GltJ; Urea Creat Bili ·tot OlJl Trigly Pros-lip ASAT /tAT Uli (l1)i AlP 

m_m vm mrol/1 llilolll IJ!Dl/1 ~111 nrol/1 111101/1 111101/1 Ufl U/1 U/1 Ufl Ull ---- ... ·-----·--------· ......... ···------ .. -------.... -............ -.............. ·---·-........ -......... ----- ................................ ···------............... --
21 

5 3.37 5.15 22.5 2.13 1.58 0.74 1.47 68.4 24.1 151.6 3.9 81.0 
22 

5 3.02 5.23 25.a 1.68 1.16 1.04 1.33 94.2 35.7 182.2 4.9 91.7 
23 

5 4.12 5.77 27.0 1.27 1.54 0.76 1.46 107.7 24.4 1122.0 4.9 126.2 
24 

5 3.43 6.29 28.9 1.73 1.03 0.83 1.21 88.6 25.0 474.3 5.9" 98.6 
25 

5 3.11 6.74 26.6 2.00 1.25 0.31 1.05 143.0 29.6 746.3 6.3 102.7 
26 

5 5.21 5.73 26.5 1.93 2.22 0.38 1.71 92.8 25.2 830.2 5.7 87.5 
7 4.00 6.22 28.4 1.60 2.43 0.26 1.81 81.2 27.1 182.3 4.7 68.5 

'lf 

5 3.70 6.67 31.7 1.49 1.81 0.27 1.34 110.8 44.6 218.8 7.3 108.9 
7 4.29 4.79 29.2 1.85 1.75 0.33 1.32 86.3 37.2 135.7 5.4 96.1 

28 
5 5.00 4.64 25.2 1.65 0.94 0.45 1.03 70.3 20.9 88.9 4.9 102.4 
7 4.85 4.51 29.0 1.32 1.32 0.21 1.18 71.5 20.0 131.5 4.4 68.4 

29 
5 4.69 6.31 26.6 1.45 1.56 0.58 1.33 71.7 25.8 00.8 5.7 101.4 
7 4.73 6.20 25.9 1.52 1.67 0.45 1.SO 73.8 24.1 97.5 5.6 87.3 

30 
5 4.22 5.05 25.9 2.11 1.54 0.51 1.36 126.0 29.0 n.d. 6.3 n.d. 
7 5.68 4.79 24.7 1.86 1.&3 0.20 1.00 73.4 '12.1 118.8 7.6 70.2 

n.d.=rot detemined 
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Blocd ct\3nistry {irdividals) 
Gra.p 4 (150 llg/kg} tw.fS 

... -- ............. ·---·-·. -·--·· ..... ----· .................... ·-......... -.... -----· ..... --·----*-·· ........ ·----------------·-·-··---........ -- .................. -----······ arr 0< Hat K+ C1- rat+ F04-in Prot Alb Gloo A/G 

m_w WB< U/1 Ull nool/1 m>l/1 IDTOl/1 11'1101/1 nnolfl gil g/1 gil rel. 1 
.............................................................................. ___ ........ -o<p- ····-- .......... ---- ....... -------· .......... ·- .................................. ------ ·····------

21 
s 0.0 166.0 148.1 3.14 99.8 2.68 1.9:5 62.92 42.33 20.59 2.00 

22 
5 0.0 242.0 138.4 3.05 fld.1 2.58 1.87 61.84 43.04 18.80 2.29 

23 
5 0.0 830.1 138.2 3.93 99.3 2.55 2.42 59.02 39.n 19.25 2.07 

24 
5 0.0 2$.4 139.0 3.45 100.6 2.43 2.17 61.67 41.33 20.34 2.03 

25 
5 0.0 003.6 138.3 3.52 100.5 2.53 2.::0 59.41 40.86 18.55 2.20 

26 
5 0.0 446.4 138.3 3.89 00.3 2.44 2.17 61.65 40.86 al.78 1.97 
7 0.0 513.5 140.1 3.48 100.8 2.66 2.10 60.38 39.75 a>.63 1.93 

ll 
5 0.0 254.9 139.1 2.96 102.2 2.54 1.98 58.92 40.27 18.65 2.16 
7 0.0 195.4 141.3 3.25 105.7 2.00 2.ZJ 59.03 39.44 19.64 2.01 

28 
5 0.0 116.0 138.3 3:20 101.5 2.59 2.03 61.33 40.71 2>.62 1.97 
7 0.0 157.7 139.8 3.69 104.8 2.63 2.31 56.37 38.00 16.32 2.08 

29 
5 0.0 147.2 t38.1 3.01 101.8 2.52 2.11 60.00 42.62 18.18 2.34 
7 0.0 1JJ.5 139.8 3.39 103.0 2.64 2.29 59.00 41.47 18.43 2.25 

l} 

5 0.0 n.d. 139.7 3.98 101.1 2.50 2.49 59,tij n.d. n.d. n.d. 
7 0.0 125.2 140.2 3.Tl 104.2 2.79 2.39 62.28 41.37 al.91 1.93 

n. d. =rot detemina:t 
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Blaxl dHnistry (irdividals) 
G"Q.p 1 {0 !Jg/kg) f9W..ES 

----······--·-··- .... -···-· ...... ----· ------·-·· .. ------ .. --------................................. ·---------- ........... ---·-------. ···--------· --·- ....... --
Glu; Urea Creat Bi 1 i ·tot Ox>l Trigly Fbls·Up ~T V.T tOO G11i AlP 

Nf_t() WB< m>111 nm:>l/1 smlll JI!Dl/1 IIIIX>l/1 II!IX>l/1 ml/1 U!l Ull U/1 U/1 U/1 
······-··. ----·-... ···------------·- ................................ --·· .... ·------··--------·-· ----· --- ........ ------ ... --- ......... ------·------------·---

31 
5 4.30 5.67 21.1 1.87 1.32 0.34 1.47 76.4 27.0 185.5 5.5 42.3 

32 
5 3.59 7.07 28.1 2.21 0.00 0.14 1.14 79.0 36.0 183.5 5.3 60.2 

33 
5 4.42 7.15 25.0 1.33 1.2) 0.24 1.35 74.7 22.1 216.3 12.4 39.1 

34 
5 4.17 6.58 26.8 1.75 1.88 0.18 1.66 72.7 31.8 166.7 5.1 87.4 

35 
5 3.72 6.18 27.t 2.54 1.81 0.21 1.69 82.4 21.5 377.3 5.1 41.2 

36 
5 3.69 6.61 27.3 2.03 1.32 0.20 1.40 61.0 19.0 122.9 7.5 30.4 
7 4.65 6.14 31.8 2.16 1.00 0.42 1.78 79.9 29.3 112.5 24.4 23.0 

37 
5 3.84 6.93 28.9 1.41 1.f.O 0.19 1.44 70.7 20.0 228.2 5.8 00.2 
7 4.32 6.34 28.6 f.73 f.71 0.17 1.66 62.5 1J.7 00.3 5.5 44.4 

38 
5 3.37 6.13 28.7 2.37 1.03 0.26 1.25 70.8 25.9 89.7 5.5 40.1 
7 5.17 6.71 31.3 2.S9 1.07 0.33 1.42 00.5 18.3 91.9 3.1 32.7 

3S 
5 4.49 5.68 24.0 2.58 ,,67 0.26 1.73 55.2 18.4 91.5 3.6 36.9 
7 5.88 5.!7 25.0 2.32 1.82 0.58 1.91 49.8 21.1 87.2 4.8 25.8 

40 
5 3.46 6.l1 29.3 1.97 1.45 0.35 1.56 73.3 21.3 168.5 4.9 54.7 
7 4.12 5.00 29.6 2.04 1.44 0.44 1.67 65.3 21.8 107.2 4.3 39.7 

A1TACHMSNT PAGE t7:Q; 
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Blood c:tmistry (iroivi<ials) 
Gra..p 1 (0 "'J/I<g} F6W.ES 

....... ··---·-· .. -·------ ....... -........ -- ...... ·-··-............. -·--............... ---- --....... -·-· --- --····--· .............................. •" ....... ····-..... -. 
mr 0< Na+ K+ Cl- \af-t ro4-in Prot Alb Glob NG 

PNJ¥J w:B< Ull Ull lmK)l/l 11'111)1/1 II'IIJ)l/1 111'101/1 mrol/1 g/1 g/1 gil rel. 1 --.............. ···---·· ...... -------·· ........ ------· ................................. -.............. -------··----------·---- .... -·----···------ ~-- ------ ......... 
31 

5 0.0 204.0 137.6 3.08 t02.4 2.65 1.82 63.61 46.32 17.29 2.68 
32 

5 0.0 199.3 136.3 2.94 101.9 2.66 1.76 66.81 49.38 17.43 2.83 
33 

5 0.0 174.8 138.5 2.88 102.3 2.66 1.89 64.22 47.31 16.91 2.80 
34 

5 0.0 194-.4 137.9 2.60 104.3 2.57 1.57 64.17 47.61 16.56 2.88 
35 

5 0.0 3ffi.9 137.5 2.90 101.1 2.57 1.77 64.00 46.72 17.33 2.70 
36 

5 0.0 115.3 138.9 2.87 un.1 2.66 1.74 66.69 47.04 19.65 2.39 
7 0.0 94.2 138.7 3.08 104.2 2.76 1.68 74.74 52.25 22.49 2.32 

37 
5 0.0 182.5 138.1 2.67 103.0 2.59 1.78 66.00 46.65 ~.15 2.32 
1 0.0 85.0 139.5 2.84 104.6 2.65 1.75 71.54 48.9S 22.$ 2.17 

38 
5 0.0 131.4 137.9 2.71 102.7 2.63 1.$ 54.96 47.95 17.01 2.82 
7 0.0 99.5 139.4 2.74 105.8 2.65 1.44 70.'ll 52.73 17.54 3.01 

39 
5 0.0 91.7 138.0 2.70 102.2 2.62 1.39 70.86 49.83 21.m 2.37 
7 0.0 92.1 139.2 2.86 103.7 2.74 1.55 73.73 53.64 ro.oo 2.67 

40 
5 0.0 142.2 142.3 3.05 103.4 2.00 1.60 65.42 46.57 18.85 2.(1 
7 0.0 118.9 140.6 2.Tl 104.2 2.69 2.00 64.10 45.36 18.74 2.42 

AfiAOHMl;NT PAGE 780 
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Blood dmistry (iroivid.Ja1s} 
Qup 2 (5 ng~) F9W.ES 

--------- ................. -- ·--... -- .. --.... -.. --........................ -.... ---- ... -...... -.. -............ ----- ................... ----.. ·-·----...... ·----..... ---..... 
Glu: Urea mat Bili-tot 0'01 Trigly Fros-lip ~T N.AT Uli Glll AlP 

NUIJ \'tEE)( mlll mrolfl ~1/l ~111 amlll rmo\11 mol/1 U/1 U/1 U/1 U/1 U/1 
................... -·-··- .................... ----- ........ ---.---··-----.- ................ -·------· ----------. ··- ............... ------··----------· ·----- ...... ________ 

41 
5 3.93 6.53 27.1 2.24 1.00 0.20 1.19 78.6 25.8 00.9 7.0 37.0 

42 
5 3.33 7.01 'lT.2 1.75 1.97 0.22 1.n 70.4 21.7 219.6 4.3 48.5 

43 
5 U6 7.28 29.8 1.32 1.42 0.23 t.50 00.8 19.2 124.7 4.7 46.9 

44 
5 4.27 5.00 28.3 1.37 1.73 0.20 Ui8 66.8 20.2 186.5 4.7- 64.7 

45 
5 3.54 6.11 29.7 1.63 1.00 0.62 1.24 95.9 22.9 391.6 4.7 55.0 
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. Gup 2 (5 Jg/kg) 
Blood dalistry (io:fivid.els) 

K+ Cl- Cat+ ro4·in Prot Alb GldJ A/G 

liHJlJ w:a< Ull Ull ~~~rolfl mrol/1 rmol/1 11100111 11001/l gil g/1 gil rel. 1 

41 
5 0.0 113.9 138.9 2.55 103.0 2.61 1.69 63.07 47.04 16.03 2.93 

42 
5 0.0 100.4 1Jg.7 2.97 103.6 2.65 1.65 67.02 46.97 ~.00 2.34 

43 
5 0.0 119.7 138.3 2.39 104.2 2.50 1.32 61.81 42.89 18.92 2.27 

44 
5 0.0 155.3 138.4 2.77 104.1 2.56 1.54 64.21 45.83 16.38 2.49 

45 
5 0.0 470.2 143.5 3.51 104.1 2.54 1.47 62.89 45.93 16.00 2.71 

ATTACfiM!NT PAGI$ 782 
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Blro:t dmistry _(irdivicllals) 
Qup 3 (50 1191~) FeW..fS 

-~-·-···· ..... -·-··· ............................ -·--------- .. --··· ..... --------···---· ..... ----------·-····· ----------· ........................... ------
Gh.x: lKea Creat Sili-tot Ot>l Trigly Phos-Lip f>SAT A.AT lDi WH AlP 

NUfJ \a)( 1111'01/1 Jml/1 ~1/l j.JII)l !1 rmol/1 111101 fl nrrol/1 Ull U/1 U/1 U/1 Utl 
. -...... -··-· ...... ----- ........................... ~ .. ·--·------ ----· --- ................. -· ----- ........... ··----.. ·---·----- ........ ····---------........................................... 

46 
5 4.04 5.94 28.0 1.67 0.95 0.17 1.11 66.6 20.5 191.4 9.2 34.4 

47 
5 4.49 5.01 24.2 2.12 1.05 0.18 1.19 75.6 23.1 134.3 15.3 32.4 

48 
5 4.93 5.31 24.2 1.92 1.67 0.31 1.68 67.7 '!1..7 107.4 4.0 61.0 

49 
5 3.09 7.00 32.6 1.94 1.23 0.27 1.29 113.7 24.1 537.2 5.3 62.7 

50 
5 4.39 7.75 28.5 2.01 1.07 0.16 1.20 81.4 21.1 145.8 11.7 38.3 
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Blood ctmistry .(irrlividals) 
~ 3 (&> ~~gfkg) 

roT 0< f.la;. K+ Cl- Cat+ ro4~in Prot Alb moo AIG 

PH_~ \rEB< U/1 U/1 111101/1 11110111 el/1 111101/1 m>l/1 gil gil g/1 rel. 1 ···-· ....... ·~--- ~-·· ---··· ...... -------.-·-. "'-----...... ·-··· ............. ·--- --------- .. --------·----·-..... ·------- .. ----- ___________ .,. ___ .............. 
46 

5 0.0 235.5 139.6 2.91 10·LO .2.55 1.91 61.n 43.17 18.00 2.32 
47 

5 0.0 140.6 138.3 2.68 102.6 2.58 1.52 64.00 48.30 16.ll 2.96 
48 

5 0.0 117.8 138.2 2.97 103.5 2.57 1.73 62.39 45.66 16.73 2.73 
49 

5 0.0 788.9 137.5 4.00 103.4 2.61 2.17 61.68 42.92 18.76 2.29 
fi} 

5 0.0 146.7 139.9 2.49 104.1 2.55 1.78 62.71 46.29 16.42 2.82 

. ATTACM'M&Nf. PAGE 764 . 
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Blood dmistry (irrlivid.als) 
Gu.p 4 (too nulkg) FEWLES 

............ ------... -.. -- ........ ---· ................ -------... -~ --.......... -- .. -· .... ----·.-............ -... -- .... -- ---·-............ -·------- .. ----- .. -- ---·--· ·-
Glu: u-ea Creat Bili-tot Ot>l Trigly ffus-lip KJ..T KAT l1li G..Df AlP 

NlOO w:8( 111101/1 11111)1/l ~1/l IJ!Dl /1 trm)l/1 111001/1 m>l/1 Ull U/1 U/1 U/1 U/1 ---- ............... -... ----- ....... ---------------····--· ............. ---··· ----·-· ................. -- ................................... ···-----·-............... -·-----· ... -
52 

5 4.22 6.38 ll.4 1.73 1.11 0.23 1.16 78.3 22.7 91.1 5.4 fl);] 
53 

5 3.96 5.16 25.5 2.22 1.34 0.28 1.47 72.1 17.8 240.1 4.7 39.3 
54 

5 3.36 5.64 zr.o 1.63 1.10 0.20 1.28 69.3 16.9 146.7 4.3 40.6 
55 

5 3.60 7.46 30.8 2.01 1.19 0.22 1.22 79.3 28.0 -114.9 5.7 60.5 
56 

5 4.97 6.16 23.0 1.88 1.32 0.23 1.35 54.2 15.7 . 103.0 2.9 30.1 
7 4.97 5.83 25.8 2.88 1.26 0.20 1.42 49.5 15.7 75.6 2.7 22.8 

51 
5 4.01 6.25 28.3 2.33 1.54 0.32 1.69 64.7 18.9 111.6 3.9 38.4 
7 4.18 6.46 32.5 2.15 1.24 0.38 1.42 71.1 17.3 137.2 6.4 21.0 

56 
5 5.42 6.24 27.3 1.80 1.28 0.27 1.Z3 65.5 20.9 104.8 3.2 57.4 
7 5.06 5.82 28.9 1.75 1.02 0.19 1.13 65.0 18.9 70.1 6.4 33.3 

59 
5 3.88 6.22 21.9 1.78 1.21 0.26 1.29 70.7 19.5 135.4 4.0 35.4 
7 3.63 5.77 31.0 1.71 1.16 0.20 1.27 69.1 13.3 149.2 4.5 24.6 

00 
5 4.42 4.92 22.5 2.17 1.78 0.42 1.83 66.7 16.8 207.7 3.3 39.3 
7 4.59 6.13 28.3 1.66 1.€6 0.95 1.00 62.3 19.1 97.5 4.6 23.4 
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Blcaf ctmistry (iroiviruals) 
t?rocp 4 (100 agllfg) FeW.fS 

............ --·--.......................... ···-· .... ··-····· .................... --·--- --- .. ---· .................................. -----------·----------·--- ------.. -.... --
a;r Q( Na+ K+ Cl- Ca++ ro4-in Prot Alb Gloo AJG 

NUC w:EK U/1 U/1 11111)1/l 11110111 mlll IIIIDlfl llmllll g/1 g/1 g/1 rel. 1 ---............................. -----·-·--·--------................. ----·--- ..... -·---·. ··-·- .............. _ .. -------- ... ·- ............ -----·---·-------·------ .... 
52 

5 0.0 104.8 138.3 2.00 1U2.9 2.60 1.69 00.95 45.96 14.99 3.07 
53 

5 0.0 215.2 139.0 2.72 101.7 2.65 1.74 66.34 47.65 18.00 2.55 
54 

5 0.0 162.2 138.5 2.94 103.8 2.65 1.81 61.57 43.64 17.93 2.43 
55 

5 0.0 157.2 137.3 2.97 101.9 2.58 1.53 62.09 45.84 16.25 2.82 
56 

5 0.0 93.2 143.6 3.08 102.2 2.58 1.61 63.88 46.05 17.63 2.58 
7 o.o 81.1 139.9 2.71 104.7 2.62 1.55 67.00 48.96 18.70 2.62 

57 
5 0.0 113.4 138.7 2.93 103.4 2.67 1.73 66.55 47.50 19.05 2.49 
7 0.0 178.7 138.4 2.71 104.9 2.68 1.92 67.52 48.94 18.58 2.63 

58 
5 0.0 100.5 139.8 2.75 100.4 2.55 1.71 62.00 45.43 17.17 2.65 
7 0.0 124.1 140.2 2.81 105.3 2.64 1.70 65.23 46.91 18.32 2.56 

59 
5 0.0 23>.1 139.5 3.04 104.5 2.59 1.76 61.68 43.57 18.11 2.41 
7 0.0 133.5 140.6 2.88 100.1 2.66 2.00 64.56 45.61 18.89 2.42 

so 
5 0.0 142.0 139.9 3.17 103.3 . 2.72 1.86 66.32 47.a> 19.12 2.47 
1 0.0 122.4 139.0 2.91 103.4 2.75 1.88 70.39 49.53 2J.86 2.37 

ATrAOHMiNT PASE 786 
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1.8 URINE ANALYSIS (INDIVIDUALS) 

~ 1 (0 ng/l<g} tw.ES 
------------- .... -.------------- ........ -------- ...... --------- ...... ____ ..... -......... ------ ... ---·- .... ------- .................... ----·-·--...... ·---··- ... ···-----......... 

~lure Re 1 d:J1s Q)l(J'" ~ r:H NIT Fro au Ia U3G BIL ERf 

PHJll w:.a< ml rel. 1 (h)ice Ouice Sctre g/1 IIIIDl/1 11110111 J.IIIJl/1 jJIDl/1 per Jil 
-· --------·- -- .. --·· ... --.------.... ·---....... -----·· ........... --- ......... ·-· .... ----····. ------·--------------···-. ·- --·----·-......... -·-···-

5 6.9 1. 038 K'JWt. nmm 6.5 0.25 0 0.0 0 0 10 
2 

5 8.6 1.032 tmW.. 1\.RUO 6.5 0 0.25 0 0.5 0 0 10 
3 

5 5.8 1.040 rmw. llH3ID 7.0 0.25 0 0.5 0 0 10 
4 

5 18.9 1.016 tmW. miD 7.0 0.00 0 0.0 0 0 10 
5 

5 9.4 1.025 ijRW_ TIRJID 6.5 0.00 0 0.0 0 0 0 
6 

5 6.0 1.038 NRVt ltmiD 6.5 0 0.25 0 0.0 0 0 10 
7 3.4 1.076 tmW. !(RtAL 6.5 0.75 0 1.5 0 17 10 

7 
5 10.2 1.0ll fmW. NlWl 6.0 0 0.00 0 0.0 0 0 0 
7 2.4 1.086 rmw.. ~ 6.5 1 0.75 0 1.5 0 17 25 

8 
5 12.0 1.m tmW.. mm 7.0 0 0.00 0 0.0 0 0 10 
7 2.5 1.104 rmw.. tUM. 7.0 i 0.75 0 1.5 0 17 10 

9 
5 7.5 1.035 tmVt. tmV(. 6.0 0 0.25 0 0.0 0 0 10 
7 3.0 1.071 tmW. tm'li. 7.0 0 0.25 0 0.5 0 0 0 

10 
5 11.4 1.025 tmW. 1\RUO 6.5 0 0.25 (} 0.0 0 0 25 
7 5.8 1.051 tm\6L WWi. 7.0 1 0.25 0 0.5 0 0 10 

339 



Sanitized Version 

90 

. GrCAP 1 {0 ag/l<g) 
tk'ine malysis. (irrlivi<i.als) 

L.BJ 

5 25 
2 

5 25 
3 

5 '25 
4 

5 0 
5 

5 0 
6 

5 25 
7 25 

7 
5 0 
7 25 

8 
5 0 
7 25 

9 
5 0 
1 25 

10 
5 0 
7 0 
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Urine cmlysi~ (irrlivhiels) 
Q-~ 2 (5 ng/~) tw.ES 

............................................... -----· .............. -..... ----- ................. ····-................................ ----·-·--·····------· ... ···-· ................ 
Vo luoo ~ l dEns Coli)" ~ Pi NIT Em a..u kEr tOO BIL ERI' 

NUO laK Ill rel. 1 OK>ice O'oice S:ore g/1 1111Dl/l lllll)l/1 ~111 tJll)lll ~IJl 
................ ··----.... -------------·---- .. ------ ... -- .. -----.----------- .... ------- ··---- ................................. ···-· ........... -·----·-·- ......... ·---·------.. -... 

11 
5 9.8 f.028 WWL mro 6.5 0 0.00 0 0.0 0 0 10 

12 
5 6.0 1.034 tmW. miD 6.5 0 0.25 0 0.5 0 0 25 

13 
5 6.3 1.032 tmW.. llRHD 7.0 0 0.25 0 0.5 0 0 25 

14 
5 6.7 1.035 toM... 1UM.. 6.0 0 0.25 0 0.5 0 0 0 

15 
5 5.6 1.043 tmw.. 'J'tmlD 6.0 0 0.25 0 0.5 0 0 25 

341 
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lkine cmlysis (i00ivi~1s) 
~2 (51r1J/ltg) 

lBJ 

NUll WE< per JJ1 

11 
5 0 

12 
5 25 

13 
5 25 

14 
5 0 

15 
5 25 
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lHre cmlysis {iroivid.als) 
&o..p 3 (ro ngt~l 

Vo lune Pel dtns Coler ~ Pi NIT IW Q..U KET lOO Bll fR( 

m_m WE< ml rel. 1 omce Onice Score gil D'II'Ol/1 mrolll }.1101/l Jml/l per pl 
. ---··· ..................... -----· -··--------- ..... -----· ... -·. ··--·-·· ........ ------.......... ----. ·- ... ----------.............................. ···----. ·- ··--

16 
5 9.6 1.031 t-mw.. ltmiD 6.5 0 0.00 0 0.0 0 0 25 

17 
5 4.8 1.044 NRW. llRJID 6.0 0.25 0 0.0 0 0 25 

18 
5 7.0 1.036 NlM. ll.miD 6.0 0 0.25 0 0.0 0 0 50 

19 
5 11.0 1.028 rmw.. l\R3ID 6.0 0 0.25 0 0.0 0 0 150 

2) 

5 6.1 1.038 tmw.. 1\RliO 7.0 0.25 0 0.0 0 0 50 
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Urine mlysis (irmvidals) 
liiA.p 3 (50 f!YJ/kg} 

16 
5 0 

17 
5 25 

18 
5 0 

19 
s 0 

20 
5 25 

· AT'fACHMlitrr PAGE 7'9-2. : 
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trine cnalysis (irmvid.els) 
&-Q.p 4 (100 ng/lcij} M.ES -------··· ..................................................................... --- .......... ---- ...................... ····-·······------··· ·-·-··· ................ ·-

'A:! lure ~ 1 ems Cola- /Wear Pi tfiT m> (llJ I<ET t.Q; BU. ERf 

NUV \aX 1111 rel. 1 Oloice Ox>ice Score gil 11110111 IIIJl)l/1 1Jll)111 !JIIll/1 per 1J1 
..... -----------··--· ....... ----·-· .. ------ ..... -------- .......... ·---- .. -- ~- ...... ·--·--.... ····-........................ --------··· ---···· ...... ··----·- --

21 
5 6.5 1.043 tmW... n.mm 6.0 0.25 0 0.5 0 0 150 

22 
5 5.9 1.047 tlR'1Il. RmiD 6.0 0.25 0 1.5 0 0 ?!iO 

23 
5 6.8 1.038 ~ nmm 6.0 0 0.25 0 0.5 0 0 150 

24 
5 6.6 1.006 NRW... 1\.miD 6.0 0.00 0 0.5 0 0 1SO 

25 
5 5.9 1.041 tmW.. l\R3ID. 6.0 0 0.25 0 0.0 0 0 100 

26 
5 6.7 1.046 tmW.. KlWL 6.0 0 0.25 0 0.0 0 0 50 
7 5.1 1.054 mwt 01liJf 6.0 1 0.25 0 0.5 0 0 10 

27 
5 5.0 1.055 tmW.. 1\R3ID 6.0 0.25 0 0.5 0 0 150 
7 9.6 1.033 ~ rmw.. 8.0 0.25 0 0.5 0 0 25 

28 
5 6.6 1.040 tmw.. 1\RJJD 6.0 0.25 0 0.0 0 0 150 
7 2.3 1.100 tmW.. tm'W.. 7.0 0.75 0 1.5 17 17 10 

29 
5 3.3 1.004 'YE\SR MID 6.5 0 ·o;75 0 1.5 0 17 250 
7 2.5 1.094 1-mW.. ~ 6.5 1 0.25 0 1.5 0 0 10 

30 
5 5.0 1.047 tm'A. NJWt 6.5 0 0.25 0 0.5 0 0 150 
7 15.1 1.019 ~ ~ 1.0 1 0.00 0 0.0 0 0 10 
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lHre cmlysis (irdivicials) 
G'"ot.p 4 (150 ng/~} 

I.BJ 

21 
5 0 

22 
5 0 

23 
5 0 

24 
5 25 

25 
5 0 

26 
5 0 
7 0 

'll 
5 25 
7 25 

28 
5 0 
7 25 

29 
5 0 
7 0 

30 
5 0 
7 0 
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Urire cna1ysis (irrlivid.als) 

Q-n.p 1 (0 ag/~) 
ffiW.f.S 

-................ ··-· ............. --. ····- -- .... --·· ... -......... -..... -... _ ... ____ ..... ---· .............. ·-----.. -----... -------····· ---·· ........... _ .... ·------·· ... 
VJlure lel <818 Color ~ Iii NIT Pro G.U Ia WG BIL ERf 

m_m w:a< ml rel. 1 O'oice Onice Score gil nmlll 111101/l lJ!Ol/1 IJ!Dl/l per ~1 

-- ... ····-· ............................ ·---· ....... -----·· .. -----· ............................................... "' ......................... ------· .. .., ................................ -·--· 

31 
5 6.7 1.03) rmw.. mro 6.0 0 0.00 0 0.0 0 0 10 

32 
5 5.8 1.006 ~ l'mW. 6.{) () 0.00 0 0.0 0 0 0 

33 
5 5.9 1.034 tm'\lll tmW.. 6.0 0 0.00 0 0.0 0 0 0 

34 
5 5.7 1.035 tmW.. flR'W.. 6.0 0 0.00 0 0.0 0 0 0 

35 
5 5.7 1.038 tm1L KRW.. 6.0 0 0.25 0 0.0 0 0 0 

36 
5 4.1 1.036 HlM. "R.ffiiD 6.0 1 0.25 0 0.5 0 0 25 

7 4.1 1.042 tmw.. tmi'lL 6.0 0 0.25 0 0.5 0 0 10 

37 
5 3.8 1.042 KRW.. 1lRW.. 6.0 0 0.25 0 0.5 0 0 10 

7 3.4 1.059 NR'It. tlRW_ 6.0 1 0.25 0 0.5 0 0 0 

38 
5 11.5 1.018 M»W. 'Tl.f£10 6.5 0.00 0 0.0 0 0 10 

7 2.4 1.044 tmVt. MRW.. 6.0 0.25 0 0.5 0 0 10 

~ 
5 5.0 1.040 tDWt tmvL 6.0 0 0.00 0 0.5 0 0 10 

7 1.5 1.100 tmW. tOlW. 5.0 0.75 0 1.5 0 17 10 

40 
5 4.2 1.042 NlWl tuM.. 6.0 0 0.00 0 0.0 0 () 10 

7 3.7 1.000 tmW. IIRW. 6.0 0 0.25 0 0.0 0 0 0 
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tlri~ nlysis (irdiviQ.als) 
Gra.p 1 {D rq/kg) 

31 
5 0 

32 
5 0 

33 
5 0 

34 
5 0 

35 
5 0 

36 
5 0 
7 0 

37 
5 0 
7 0 

38 
5 0 
1 0 

39 
5 0 
7 0 

40 
5 0 
7 0 
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ltine nlysis {irdividals} 
(hxp 2 {5 rgt~Q;}) 

................................................ ···-----·-··--------------·-- ... -- _______ ... -----·- ..... ____ ..... -..... ---- ...... ---- .......... --·----------· ............. _ ........... --
Vo l~.~~e P21 da1s Coler ~ ~ NIT fro Gll I<ET lro sn. 8t'( 

A'Ul> WE< ml rel. 1 O"oice Ol>ice S:ore gil mml/1 nnol/1 ~1/l ~l/1 per pl 
--· ---------·---------·· .. ----------··- ... -----------· ..... ---- ----- ............ -- ...... -..... ------ ........ -·- -- ...................... --·-... ---·--· ...... -- ... ------ ............ 

41 
5 5.7 1.043 tm'W. tlRW.. 6.0 0 0.25 0 0.0 0 0 10 

42 
5 6.0 1.035 tmW. tmw. 6.0 0.00 0 0.0 0 0 10 

43 
5 5.1 1.040 tm1AL ·l'lR'W. 6.0 0 0.00 0 0.5 0 0 0 

44 
5 4.9 1.041 tmw. tmW. 6.0 0 0.00 0 0.5 0 0 0 

45 
5 5.9 1.035 tmW.. N:RW. 6.0 0 0.25 0 0.0 0 0 10 

349 



Sanitized Version 

100 

tnne cralysis (ilrlividJals) 
Q-a.p 2 (5 ng/~} FeW.ES . 

lBJ 

41 
5 0 

42 
5 0 

43 
5 0 

5 0 
45 

0 

350 



Sanitized Version 

~1277 101 

Urire malysis (indMiilals) 
Cro.p 3 (50 sg/l<g) 

...... -... --·-- ... -- ... -.... -... -... -----........ --- .... ·---- ............. -... -.- .. --- ....... --· .... -- .. -----· ..... ---- ....... -.. -. ____ .. ·--- .. ---· ............................... --------··--
Vol une Re 1 cB1s O>la- ~ Pi NIT Fro G.U l£r tB; BIL ERf 

NU«> \rEB !Dl rel. 1 ODie& Ql)ice San gil IJIIDl/1 JmOl/1 JJ!Olll ~111 pr~l 
................... --·------....................... -----~ ---................ ----- ........ ..,_ ............. "' .... --- ...... -------.. --- .. -·-·-·----· ---- .................. ··- ...... 

46 
5 6.1 1.034 tmW.. l'lR3ID 6.0 0.00 0 0.0 0 0 25 

47 
5 6.0 1.035 tlR't"L t-miliL 6.0 0 0.00 0 0.0 0 0 50 

48 
5 6.5 1.037 MRW.. 1\miD 6.0 0 0.00 0 0.0 0 0 25 

49 
5 4.3 1.039 ~ 1\miD 6.0 () 0.25 0 0.0 0 0 25 

50 
5 7.3 1.031 ~ 1\.R\ID 6.0 0.00 0 0.0 0 0 25 
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G-a..p 3 (50 ng/Jcg) 

46 

47 

43 

49 

50 

l8J 

5 0 

5 0 

5 0 

5 0 

5 0 

Sanitized Version 
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UMre nly~is (iooividals) 
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Urire SElysis (irxtividals} 
tro.p 4 (1&> ng!kg} fB'W..ES 

.......... ----· ........ --------·-- -- .. ----- ................ -·-· ...................... --------------- .. -.. ----- ................ -- .. --------------------· ---- ---· ·-· ......................... -·· -· 
'Wh.ne Fe 1 <iris Cola- ~ ~ NIT 00 (ilJ ~ lBi BD. ERf 

NU() \fB( IDl rel. 1 Ox>ice Oxrice Score g/1 nnolll nmJl/1 J..II'Ol/1 ~111 per pl 
............ ·--- ............... ------------ .. ·--- ........ ---·-- ............. -- ............. ------------ ........ -----· ....... ··- -----·---- ....... ------- ........................... ---· ...... ---- ... -··--

52 
5 2.5 1.063 ~ mwL 6.0 0.25 0 0.5 0 0 150 

53 
5 3.0 1.048 tmvt tmft. 6.0 0 0.00 0 0.5 0 0 150 

54 
5 11.0 1.019 l(RW.. NlWl 6.0 0.00 0 0.0 0 0 50 

55 
5 3.4 1.052 tmW.. tmW.. 6.0 0 0.25 0 0.0 0 0 150 

56 
5 7.7 1.028 N:RW.. llRUO 6.0 0 0.00 0 0.0 0 0 150 

7 4.4 1.046 tmW. rmw. 6.0 f 0.25 (} 0.0 0 a tO 

51 
5 2.1 1.003 tm'lt tmW. 6.0 0.25 0 0.5 0 0 150 
7 1.3 1.140 Pmvt. tlRW.. 6.5 0.75 0 1.5 0 17 10 

58 
5 1.5 1.003 tm'W. tDWl 6.0 0.25 0 0.0 0 0 150 
7 5.5 1.()39 tmw.. tmW. 6.0 0.25 0 0.0 0 0 10 

59 
5 4.1 1.041 tmW.. tmVt 6.0 0 0.25 0 0.0 0 0 150 
7 8.5 1.oal tmW. wwt 6.0 0 0.25 0 0.0 0 0 10 

60 
5 7.4 1.031 tmW. 'RR'ID 6.5 0.25 0 0.0 0 0 50 
7 4.1 1.042 rmw.. tmW. 6.0 0.25 0 0.0 0 0 10 
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Urine malysis {iroivid.Bls) 

l8J 

52 
5 0 

53 
5 0 

54 
5 0 

55 
5 - 0 

56 
5 0 
7 0 

fiT 

5 0 
7 25 

56 
5 0 
7 0 

59 
5 0 
7 0 

60 
5 0 
7 0 
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'1.9 REFERENCE VALUE:S ... HEMATOLOGY 

·---· .. ··--· ~- ....................................... ···---· ......... -- ...... ---- .................... ·-........... ---·· .... ···-··· ·-·-···· .............................. --··· .. 
S£CIES PAT !W..E 
SlAAIN Hcrilrl :WI5r(Sf) 
sm.IER ltC ltd. 
SlU1f TYFE flU} 
tmiWIE jiU] 
11\lES: IIU.J 
--·· .. -----...... ---...................... --·------....... -----· _,. ...... -- ... -... -......... --... -.. ---..... -----.- ....... ---.------·--........................... ··---..... 

f'ACW£IlR OOT I'EJlll) A'WW..Ia 00. a= PBmmlES <JZ OOIV. V.AUES PJH'£ (F S1\.U'( l'fRl) 

JN w;B{5 m!IW.S N 5% tEDINl 9St N tiiN tW< 
--- ...... ---------------------· ----- .................. --- .. --------------·----- --- .. ---· .... --·-----------------------······ .. ---·-- ......... ___ ..... -
~ Til tll1 910 12 864 869 7.71 8.35 9.02 95 7.65 9.07 

1310 16 315 315 7.98 8.59 9.43 57 7.82 9.51 

tb ml/1 tll1 910 12 864 869 9.2 9.9 10.4 95 6.8 10.4 
13 10 16 315 315 9.2 9.9 10.5 fj/ 9.2 10.5 

Itt rel. 1 tiJ1 sro 12 004 869 0.430 0.470 0.$2 95 0.438 o.tm 
1310 16 315 315 0.440 0.470 0.510 51 0.440 O.s.x:i 

ttY fl 101 910 12 864 869 52.5 56.0 59.7 95 52.0 60.5 
1310 16 315 315 51.3 54.8 58.6 5! 51.7 58.6 

IDI rel. 1 11)1 91U 12 004 B69 0.103 0.112 1).150 95 0.104 0.140 
13 10 16 315 315 0.111 0.126 0.167 5! 0.110 0.153 

tDi froj 1'1)1 910 12 004 a69 1.11 1.17 1.26 95 1.00 1.26 
1310 16 315 315 1.07 1.15 1.24 fil 1.00 1.22 

tnt 11110111 t\')1 91tl 12 864 669 19.81 20.91 22.59 95 18.81 22.81 
13 1U 16 315 315 19.66 20.83 22.47 5! 19.47 22.59 

104 111001/l 11)1 910 12 864 869 1.22 1.46 1.69 95 1.23 1.84 
131Q 1S 315 315 1.31 1.49 1.83 57 1.35 1.96 

Reti rel. 1 11)2 910 12 556 556 0.020 0.026 0.036 64 O.ca2 O.C61 
13 10 16 2>2 202 0.019 0.025 0.032 39 0.020 o.mo 

Reti Gfl tm 910 12 556 556 171. 219. 293. 64 183. 400. 
1310 16 2>2 202 167. 210. 268. l) 167. 258. 

l Reti rel. 1 11)1 910 12 556 556 0.302 0.416 0.520 64 0.281 0.517 
1310 16 al2 Zl2 0.335 0.459 0.586 39 ().328 0.642 

"Reti rel. 1 tl)1 910 12 556 556 0.251 0.360 0.406 64 0.233 0.400 
131U 16 Z)2 202 0.214 0.363 0.407 39 0.268 0.397 

H Reti rel. 1 Kl1 910 12 556 556 0.101 0.223 0.447 64 0.100 0.484 
13 ro 16 202 202 0.054 0.163 0.380 39 0.031 0.403 

w;c G/1 1'()1 910 12 864 ~ 4.93 7.22 10.51 95 4.99 12.53 
13 ro 16 315 315 4.S1 6.83 9.91 5l 4.19 10.61 
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JEferEn;e wll.eS. • tblatology 
-.... ···-· --·· ......................................................................... -· ..... ·-· ............... ··-···· ................................ --·· ..... ···--· ................... --
SEIES PAT tw...E 
Sl1WN ttrBr l :WIST(~} 
SJlfUER ID: Ltd. 
S1IDt l'r'A: [PU_J 
OO)EIWJE [IU) 
~TES: [IU) 

... -- ........... -----~-- ................... ---- ....... -........... --- ............ ----................................ ·········· ..................................................... 

p~ tNIT lo£llfl) NmW.. fG. Nl (f' mmmt.ES fF OOIV. Vftlf.S PM1: (f S1Wt' 1£616 
IH laKS NIIIW.S N 5% ~JJN 95% N HIN K\X 

.... ------·· ___ .. ___ ------- ....... -------------- ----·- ---------·------------ ..................... -------------------------·----------------·--------- .. 

NaJt rel. 1 t01 910 12 858 863 0.006 0.144 0.243 94 0.005 0.210 
1310 16 315 315 0.009 0.148 0.225 ~ 0.100 0.219 

Eos rel. 1 tll1 91'0 12 858 863 0.007 0.012 0.025 94 0.~ 0.038 
13 10 16 315 315 0.008 0.013 0.024 5T 0.009 0.029 

8aso rel. 1 11)1 910 12 858 863 0.001 0.003 0.011 94 0.(Xl2 O.<rJJ 
13 10 16 315 315 0.001 0.003 0.010 5l 0.001 0.013 

l~ rel. 1 1'1)1 910 12 858 663 0.70S O.ll07 0.872 94 0.730 0.873 
1310 16 315 315 0.705 0.799 0.656 Sl 0.721 0.841 

tl:ro rel. 1 K)1 910 12 858 863 0.012 0.021 0.041 94 0.014 0.043 
13 10 16 315 315 0.012 0.021 0.049 Sf 0.014 0.049 

W: rel. f 1()1 910 12 858 863 0.003 0.007 0.022 94 0.003 0.034 
1310 16 315 315 0.003 0.007 0.021 S1 0.003 0.020 

Nrut G/1 tk)1 910 12 858 863 0.59 1.04 1.75 94 0.59 2.50 
1310 16 315 315 0.62 1.02 1.65 57 0.62 1.62 

Eos G/1 till 910 12 858 863 0.05 0.09 0.18 94 0.05 0.19 
1310 16 315 315 0.05 0.09 0.18 5T o.os 0.19 

~ G/1 tl)1 910 12 858 863 0.01 0.02 0.09 94 0.01 0.19 
13 10 16 315 315 0.01 0.02 0.00 5T 0.01 0.10 

L~ Gil I'C1 910 12 858 863 3.80 s.n 8.69 94 3~82 9.44 
13 lO 16 315 315 3.64 5.35 7.98 57 3.38 8.87 

.'\n) G/1 K» 9 m 12 858 863 0.08 0.15 0.35 94 0.00 0.39 
13 TO 16 315 315 0.08 0.15 0.39 57 0.08 0.45 

LLC Gil m1 910 12 858 863 0.02 0.05 0.20 94 0.02 0.32 
t3 TO 16 315 315 0.02 0.05 0.17 57 0.02 0.19 

Plt Gil Kl1 910 12 004 BOO 782. 977. 1191. 95 81». 1189. 
1310 16 315 315 734. 923. 1145. 5I 757. 1102. 
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St<:IES PAT 
S1FAIN ta"Brl :WIST(!W) 
SURIER JtC Ltd. 
SlWY l'tff (PU.} 
m mrre [PU.J 
MTES: {PU.I 

PT rel. 1 

PIT sec 

~ rel. 1 

t()1 

ttJ1 

11)1 

9 TO 12 
13 TO 16 

9 TO 12 
13 ro 16 

910 12 
13 10 16 

Refer~ne vall25 -: Ha!atol()JY 

745 7&} 0.69 
251 25! 0.52 

572 571 14.6 
192 192 14.8 

473 473 O.OC6 
170 170 0.005 

Sanitized Version 
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0.84 1.00 83 0.40 1.18 
0.80 0.94 51 0.38 0.91 

17.8 al.4 64 14.4 aJ.4 
18.4 20.6 38 15.3 20.0 

0.008 0.010 55 OJXJ4 0.011 
0.009 0.010 35 0.005 0.010 
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Refereoce wlLSS - toJatology 
······---.................................................. ---··--·------- ·--... ··--· ........................ ____ .. ----·--·-----··· ........ ------................... __ 
SElES PAT FeW£ 
SlPAIN HcJBrl :WIST(S'F} 
ruR.IER Fa Ltd. 
SllUf 1m; [PlL) 
m IOJtE (ALJ 
DAlES: ~~I 

.... ----- ....... ·-----····· ·-- .......... ---- ........................... ------- ........ ---··------------- ........... ---·---···· ................... ----- .. -----------·--· ·- --
PfAA'EfER LNIT t£1lll) NIDW. I(£ NJ. (f FmBIDLES <F Iti>IV. VPU.ES RI4G: CF S1W'i Jo£NS 

lN W:B<S .6HilW..S N St tEJ)I}H ~ N HIM MX 
-----·-........... ---- ·---- .................. -- .................................. -- ... ----- .................................................... ----···- ........... ·-· .. ------- ..................... --·--------
fa: Til tl)1 910 12 819 824 7.28 7.95 8.00 88 7.26 8.52 

1310 16 l>5 300 7.22 7.94 8.85 56 7.19 8.79 

li> lllllll/1 tl)1 910 12 819 824 8.7 9.4 10.0 88 8.5 10.1 
13 1D 16 ll5 305 9.0 9.6 10.2 56 9.1 10.0 

ftt reL 1 Kl1 910 12 819 824 0.410 0.440 0.470 88 0.400 0.472 
1310 16 305 305 0.420 0.450 0.489 56 0.410 0.486 

rDI fl trlt 910 12 819 824 52.0 55.6 59.3 88 51.6 60.4 
1310 16 ll5 305 53.4 56.9 00.8 $ 52.8 00.6 

fU.I rel. 1 I'D1 910 12 819 824 0.008 0.100 0.153 88 0.005 0.143 
1310 16 3J5 305 0.105 0.130 0.158 56 0.104 0.153 

tOf fnol l()t 91U 12 819 824 1.11 1.18 1.25 88 1.12 1.24 
1310 16 ll5 305 1.12 1.21 1.lJ 56 1.13 1.29 

tO[ DJJDl/1 Kl1 910 12 819 824 19.96 21.21 22.81 88 19.77 23.15 
13 'ID 16 305 305 20.04 21.16 22.80 56 19.83 71..71 

KW 111101, I'Dt 910 12 819 824 1.14 1.31 1.50 88 1.15 1.47 
13 lO 16 305 305 1.09 1.23 1.51 56 1.11 1.65 

Reti re1. 1 tm 910 12 547 547 0.021 0.029 0.038 63 0.024 O.ffi1 
13 10 16 202 202 0.018 0.025 0.035 39 0.020 O.m7 

Reti G/l Jt)2 910 12 547 547 172. 225. 295. 63 186. 300. 
1310 16 202 'J!J}. 143. 199. Z/2. 39 162. 266. 

l rEti rel. f 11)1 910 12 547 547 0.296 0.4t2 0.5Zl 63 0.284 0.525 
1310 16 202 202 0.317 0.458 0.588 39 0.312 0.586 

"Reti rel. 1 11)1 910 12 547 547 0.231 0.324 0.386 63 ().220 0.~ 
1310 16 202 2J!2 0.262 0.340 0.411 39 0.242 0.403 

H Reti rel. 1 lt>1 910 12 547 547 0.117 0.263 0.462 63 0.106 0.496 
tJ ro l6 202 202 0.008 0.186 0.413 39 0.047 0.446 

w.t Gil I'D1 910 12 819 824 3.19 5.00 7.65 88 2.67 7.65 
13 10 16 :m 305 2.70 4.25 6.75 56 2.20 5.90 
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ReferEree val~ - Hmetology 
------------ .................. ----. ·····--· ~ ....... ------· ..................................... ·----.............. ··-... ·----....... ·-····· ...... ----·· ............ --·--
S:S:IES PAT FBflLE 
5TPA1N JS&-1 :WIST(Sf} 
Slffi..Iffi Kt ltd. 
S1lDY lYPE (N.lJ 
WlEIWlE (IU] 
ll\lES; (PU.] 
.............. --·---· ... , ................ ·--· -----------·-. --·---...... ---- ... -- ·-..................................... ··-.......................... ·-----·· ........... 

P..6P.N£iER lNIT I£MI) .NUwt. PG: t(), (:J! PBmmi..ES IF I~lV. V.euES 1WlE o= SlU7t t9n) 

IN \aKS Nmw.s N ~ tEDVH 95% N MIN tta.X 
--------· -· ...... ----·--------·. ------------ .. ---------.------ ... -----·--. ----------- .... -- .......... ·-----------------·---· .......... -... ···------ ........ 

Neut rel. 1 tt)1 910 12 814 819 0.002 0.157 0.285 87 0.002 0.225 
13 10 16 l)5 3a5 0.009 0.144 0.288 56 0.002 0.296 

Eos rel. 1 1'1)1 910 12 814 819 0.008 0.014 0.026 87 0.007 0.028 
13 10 16 lJ5 3a5 0.008 0.015 0.026 56 0.011 o.ms 

Baso rel. 1 m1 9lt) 12 814 819 0.001 0.002 0.008 ff1 0.001 0.014 
13 10 16 l)5 305 0.001 0.003 0.009 56 0.001 0.009 

L~ rel. 1 tm s ro 12 814 819 0.664 0.793 o.an 87 0.689 0.873 
13 10 16 l)5 305 0.653 0.803 0.871 56 0.655 0.864 

ltm rel. 1 11}1 910 12 814 819 0.011 0.020 0.009 til 0.013 0.041 
13 ro 16 l)5 3(lS 0.012 0.021 0.043 56 0.012 0.043 

ll.c rel. 1 11}1 9 TO 12 814 819 0.003 0.007 0.019 ff1 0.003 0.032 
1310 16 l)5 :n'i 0.002 0.007 0.016 $ 0.002 0.017 

NaJt Gil JfJ1 910 12 814 819 0.43 0.80 t.51 87 0.46 1.24 
13 10 16 ~ 305 0.34 0.62 1.27 56 0.38 1.00 

Eos G/1 JfJ1 9TO 12 814 819 0.03 0.07 0.14 87 0.04 0.15 
1310 16 l)5 305 0.03 0.07 0.13 56 0.04 0.13 

Baso Gil 1'01 910 12 &14 819 0.00 0.01 0.05 87 0.00 0.10 
1310 16 l)5 305 0.00 0.01 0.04 56 0.00 0.05 

l~ Gil ft)1 910 12 814 819 2.36 3.92 6.12 87 1.96 6.52 
13 10 16 l)5 305 2.C6 3.28 5.41 56 1.47 4.94 

ttro Gil fl)1 910 12 814 819 0.05 0.10 0.22 87 0.05 0.23 
1310 16 l)5 305 0.04 0.00 0.21 56 0.03 0.20 

W; G/1 fo01 910 12 814 819 0.01 0.03 0.11 87 0.01 0.18 
1310 16 l)5 305 0.01 0.03 0.08 56 0.01 0.09 

Plt Gil M1 910 12 819 824 819. 1034. 1274. B8 819. 1218. 
13 10 16 l)5 305 7fiJ. 982. 1232. 56 700. 1323. 

A tT AClfMf£NT PAGE 807 
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Refera-ca valws • HEmtol~ 

s:t:CIES FAT 
S1RAlN Jm3rl :WIST(Sf} 
9.AUER Itt ltd. 
SllJ)Y 1'r'PE [fil.. l 
m ro.rrE [PU.J · 
MlES: [PUJ 

PT rel. 1 rD1 9lD 12 740 745 0.84 0.96 1.26 82 o.eo 1.33 
13 1t} 16 255 255 0.79 0.93 1.13 51 0.72 1.21 

PTT sa; tl)1 910 12 ffi9 574 14.6 17.8 20.6 63 14.9 21.7 
13 10 16 194 194 14.9 18.2 '5J.7 38 14.4 21.0 

Hetlb rel. 1 tfJ1 910 12 478 478 0.005 0.008 0.010 55 0.003 0.010 
13 lO 16 173 173 0.00) 0.009 0.011 35 0.00> 0.010 

Al'TACHM:!NT PAGE 808 
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1.10 REFERENCE VALUES- BLOOD CHEMISTRY 

....................... -·--- ... ·-...... ··--... ·-· ······-·· .................. ------··· .................... ------·-···· ................ ··----· ................. -...... 
s:ECIES ~T l'W..E 
STRAIN Hrir 1 :WIST ( s:f) 
ifftl~ IU: ltd. 
S'flD'{ l't'PE [PU.J 
WE RWlE (PUJ 
MTES: [IU} 
............................. ·-·-··--.................................... ---..... ···-............. ·-·-······--·------.......................... ·-·-··· ... -....... 
PPAA"Elffi um 1'£00) NUI"Pl NJ:. N:). (F PEJUNllLES <F OON. VPLlfS fW«E (F ST\l1( I£AI6 

rn w:e<s NUwt.S N St lfD~ 95% N HIN IWC 
·--..... -- .. ·- .......... -.. -· -------·- .......... ·-- .................... ------ ............... --- ... ·----- .................. ---- .. ·- ----- ...... -............... -................... ------ ....................... --··-"'-·-

Gl~X: ml/1 tD1 910 12 850 855 3.80 5.52 9.40 91 3.48 9.24 
1310 16 '5)7 :m 3.58 5.87 9.72 56 2.60 9.18 

Urea nrol/1 tD1 910 12 B50 855 4.76 6.07 8.28 91 4.98 9.40 
13 10 16 :r:J7 3fJT 4.61 5.73 7.01 56 4.83 7.21 

Creat JJ!Olfl 1'1)1 9 ro 12 825 830 18.0 22.8 28.8 S6 18.8 31.5 
13 TO 16 ~7 ':!{)7 19.0 24.5 31.6 56 19.8 38.2 

Bili·tot lJ!Ol/1 11)1 9 m 12 825 8.l) 0.83 1.33 1.98 86 0.93 1.95 
13 10 16 '5J7 XJl 0.85 1.43 2.00 56 0.97 2.02 

Prot gil K}1 s ro 12 85() 655 61.68 65.96 69.67 91 00.62 69.57 
13 10 16 307 ?JJ7 62.66 66.57 71.23 56 62.33 70.94 

Alb g/1 tl)2 9 TO 12 501 500 38.80 41.58 44.88 57 39.14 44.09 
13 10 16 191 191 38.48 41.64 44.39 ~ 39.10 43.51 

Gloo gil tl)2 91{) 12 501 SC6 21.25 24.Z> 27.04 51 21.77 26.32 
13m 1s 191 191 21.61 24.59 28.'ll· 37 22.44 28.10 

AIG rel. 1 11)2 910 12 501 500 1.51 1.72 2.00 5T 1.54 1.93 
13 10 16 191 191 1.42 1.68 1.95 37 1.42 1.00 

Q-ol 1111Dlll tll1 910 12 850 855 1.13 1.61 2.23 91 1.23 2.25 
13 10 16 D7 :JJl 1.10 1.6> 2.18 $ 1.24 2.11 

Trigly mol/1 ~1 9 10 12 735 740 0.26 0.56 1.26 77 0.31 1.47 
1310 16 2fj7 267 0.29 0.56 1.18 48 0.36 1.06 

POOs-lip rmol/1 11)1 910 12 620 625 1.24 1.58 1.99 62 1.29 2.07 
13 10 16 242 242 1.24 1.54 1.97 43 1.29 1.87 

Naf. ~ml/1 11l1 910 12 849 854 139.3 142.8 147.4 91 138.9 147.7 
1310 16 007 ;m 139~2 143.1 147.2 $ 138.7 147.2 

K+ molll lf)1 910 12 850 855 3.21 3.71 4.37 91 3.26 5.13 
1310 16 007 :!JJ7 3.06 3.70 4.47 00 2.95 4.67 

CaH mol/1 tl)1 910 12 825 8l) 2.61 2.78 2.96 B6 2.59 3.01 
13 10 16 007 'SJ7 2.55 2.74 2.93 $ 2.52 2.91 
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Refereoce val~ - B~cxxf dBIIistry 
---· ............... ---- ... ---------------· ·-.............. ----- ..... -- ----·· ............ -................. ---· ····-··. --........... -·-·---------····· --- ··-. 
Sl£CIES AAT wt.E 
SllWH tai3rl :WIST(s:f) 
s.m.IER l{t ltd. 
STliTf TYPE [IU) 
miWlE [Pll.} 
MTES: [ILL) -------........... -................................ ----··· ..................... ----- ....... ---- ........ --- .... -------· ---·-.. ---------------·-----------·-·-· -- ... 

PNW£1ER lNIT l£llll) AHIM..Ia ~. (f' P8UM1l.ES Cf OOIV. VIUES RtHE CF STI.DY !'EMS 
JN w:oo NUI'W.S N 5% tmUH ~ H HIN twC 

-------· -- .... -·-----. ---.... --. -·-· ... -.... --· ---- ... ------- -----.-... -.... --- .. --- ....... ---·-·--... -------·. ------.----------------.---·---·--
Cl· nnol/1 f01 910 12 830 835 95.9 100.4 100.1 FJ 95.3 107.3 

1310 16 '5)7 ~7 96.4 100.5 107.1 00 93.5 107.9 

P04-in mrol/1 Kl1 910 12 830 835 1.94 2.31 2.69 87 1.91 2.87 
1310 16 ?IJ7 ';J.)7 1.62 2.06 2.51 f.6 1.69 2.60 

~T U/1 Kl1 910 12 850 855 52.0 74.4 98.0 91 60.5 99.7 
1310 16 :m 307 61.1 72.7 93.9 56 63.2 95.1 

~T U/1 I'D1 91'0 12 850 855 21.0 28.6 !».9 91 19.4 65.7 
1310 16 'SJ7 '!IJI 21.3 29.3 45.3 56 21.2 42.1 

AlP U/1 tl)1 91'0 12 850 855 80.8 115.2 178.6 91 78.7 178.6 
1310 16 l)6 ~ 63.6 88.2 125.3 56 60.8 113.0 

roT Ull tt)1 91D 12 705 710 0.0 0.0 0.0 76 0.0 0.9 
13lt> 16 252 252 0.0 0.0 0.0 45 0.0 0.0 

G.IH U/1 Kl1 9lt) 12 284 284 4.6 6.3 9.3 32 4.4 9.5 
1310 16 114 114 4.7 6.2 9.8 21 5.3 9.4 

0< U/l lil1 911) 12 557 562 117.4 168.4 318.5 61 138.6 287.8 
1310 18 ;m 202 99.3 138.6 297.4 39 108.1 682.8 

lDf U/1 Kl1 910 12 542 547 85.2 128.8 226.4 ro 81.1 246.8 
13 ltl 16 177 177 78.8 131.5 322.6 36 76.0 546.9 
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Refenn::e valoos - Blood d'slfistry 
................................................................ _p_ ... __ ........................... ·-··-····· ................... ---· ... ·····-····-. ---·· .... -·- ........ 

miES RAT FElW.E 
SJP.AIH Hirilrl :WlST(Slf) 
sm.IER ~ltd. 

StU1fM [IUJ 
rox fnllE [~J 
MTES: [JUJ 

---. --·-----· -- ·--------·------··---- ................... ·--- ............................... ·~---··· .............................. -----·--·· ......... ---········-······· ---... -
PNWElER OOT rnm IMtw.. K£ 00. £f PBmmlES (f UDIV. VJIU.ES fW(f. (f S'Jl[1( tfNB 

IN l>HKS Pm~ N St I'B>~ 95% N MIN tW( 

·-.-... ----- .. -------- .. -- .. -------......... ----........... ------ ......... ----- .. -- ... -------....................... ----..... ·----...... -- ... ---..... -- ........... -------.... -· .. -

Gl!J: 1110111 I'D1 910 12 813 818 3.76 5.34 8.84 84 3.16 9.07 
13 10 16 '!JJT YJ7 3.60 5.74 9.36 56 3.19 9.40 

Urea 11110111 f'IJ1 910 12 813 818 5.49 7.01 9.21 84 5.81 9.99 
13 1tl 16 ?m 307 5.61 6.89 8.51 56 6.02 8.02 

Creat J111)111 lf)1 910 12 813 818 20.9 25.8 32.7 84 21.6 36.0 
13 10 16 :'JJ7 ?IJ7 22.5 28.0 35.3 56 22.4 40.6 

Bili·tot Jl!Olll lfl1 910 12 813 818 1.04 1.59 2.32 84 1.21 2.32 
13 10 16 Xi7 'Y:rl 1.05 1.53 2.43 56 1.13 2.60 

Prot g/1 1'01 91'0 12 813 818 61.84 66.56 11.44 84 61.20 70.48 
131D 16 'SJ7 307 63.40 68.75 74.08 56 62.82 73.16 

Alb gf1 n)2 910 12 498 503 41.46 45.13 49.32 56 42.34 47.69 
13 10 16 194 194 41.94 46.39 50.99 37 42.60 50.87 

Gloo gfl to2 91'0 12 498 503 18.75 21.65 24.41 56 19.59 23.89 
1310 16 194 194 19.20 22.43 25.16 37 2>.41 25.'0 

A/G re1. 1 11)2 910 12 498 503 1.80 . 2.08 2.45 56 1.86 2.33 
13 TO 16 194 194 1.78 2.07 2.43 37 1.81 2.49 

O'o1 IQII}l/1 11)1 910 12 813 818 0.97 1.44 2.04 84 1.01 1.89 
13m 16 3'J7 '.1J1 1.01 1.46 2.15 56 1.21 1.94 

Trigly 111Dll1 11)1 910 12 n4 729 0.19 0.30 0.56 75 0.22 0.99 
13m 16 269 269 0.22 0.34 0.58 48 0.24 0.79 

Pros-Lip 11111)1/1 tn1 9'ID 12 623 628 U7 1.58 2.03 62 1.20 2.00 
1310 16 244 244 1.28 1.65 2.24 43 1.42 1.97 

Hat mro111 11)1 910 12 810 815 139.2 142.4 147.6 84 138.4 148.7 
13m 16 "!!J7 XJ7 138.2 142.3 146.0 56 137.9 147.1 

K .. 11101/l tll1 910 12 6t3 &18 2.81 3.42 4.04 84 2.74 4.11 

13 10 16 '5:17 '1:)1 2.60 3.32 3.95 56 2.63 4.24 

Cat-+ mro11l m1 910 12 813 618 2.57 2.74 2.92 84 2.57 2.00 
1310 16 'YJ7 :JJ7 2.49 2.71 2.87 56 2.53 2.92 
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Referm:e valoos • Bl<XXi d'lanistry 
-··· ....... ---· ···----· .... --------- .......... -- .......... -............... --- --------· ....... .: ...... ------- ------·-·. --· ............... ---···---~--·····--·-····· ··-·. 
stCIES AAT fEitllE 
S1RAIN HrJ"Brl :WISf(5lF) 
SJruER flt Ltd. 
SlWY TYPE {/U] 
OCS:RClllE (I!LJ 
1)\lES: (/U} 
--- ... ------·· ...... ---· .. -- .... -....... -· ----............ --·---- .................. -.. -........ ---....... -·-· ...... ---........ -............. -... -------.. ··-·· .... 
PA<WEIER lNIT I'E1}Q) NillVt N£ t-0. (f PBmml..ES (F OOIV. VPUES IW{E (f STWY tfRIS 

lN~ NlltW..S N 5% tfDIM ~ N MIN I'WC 
........ ______ ........ -------· .......... --.----- ..... ·- .. - ... -· ..... --- ..... ---·--. -· ...... ----- .. -... ---- .. ·- ................................ -- ........................................... -........ -.. --

Cl· lllrolll 11)1 910 12 813 818 97.8 102.8 108.4 84 97.3 109.3 
13 10 16 :m 307 98.4 102.9 100.0 00 98.5 . 108.6 

~-in m>lll 11)1 910 12 813 818 1.40 1.91 2.29 84 l.45 2.36 
13 lO 16 :rJ7 ?JJ7 1.07 1.57 1.99 $ 1.19 1.92 

/>SAT U/1 1'01 910 12 813 818 59.3 70.4 89.2 84 00.4 80.8 
13 10 16 YJI :m 55.9 66.2 86.7 56 56.4 95.8 

~T U/1 1'01 em 12 813 818 15.4 21.0 37.9 84 15.4 49.8 
1310 16 '5JT '!IJ7 15.7 21.2 30.9 56 16.8 31.1 

AlP Ull 1'01 9TO 12 813 818 34.8 55.8 f17.2 84 34.7 92.2 
13 TO 16 :1J7 301 25.2 40.2 07.9 56 24.1 64.8 

OOT U/1 tl)1 910 12 669 674 0.0 0.() 0.0 69 0.0 0.3 
13 10 16 254 254 0.0 0.0 0.0 45 0.0 0.2 

WJi U/1 tl>1 910 12 284 284 4.1 5.7 11.9 32 4.6 10.1 
1310 16 115 115 3.9 5.5 19.1 21 4.8 13.2 

0< U/1 1'01 91U 12 554 559 94.9 141.5 262.5 00 116.1 422.1 
13 lU 16 2)4 204 83.2 120.9 255.4 39 101.4 228.1 

Uli U/1 1'01 91U 12 539 544 79.1 125.7 210.8 59 79.8 276.2 
13 TO 16 179 179 72.9 127.6 214.3 36 78.7 al3.9 
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·----------- .. -- ......... -............... ··--- ..... -----....... ·-- .... ----------· .... --·· --·----·-· -------·· ------·-· ·----... ···---------· ................ ------·--
StCIES RAT tW.E 
S1RAIN lbilrl :WISr(Sf} 
sm.IER m:; Ltd. 
S1UJ( 1WE [PU..]. 
OOEJUITE [PU} 
0!\TES: {!UJ 

----- -·. ---·- ... --· ...................................... ------- ...... ·-·-·-....... --------- .......... -.................. ··---..... ·----·· .................. ----·-. 
PNWETER llliT lfJHl) PHWl PC£ 00. (F fmlHTllLS tf OOIV. Vli.lf.S rwa a: sn.DY I'EAm 

IN WB<S NUwtS N 6% ~IR4 95% N I1IN MX 
---· ........... -............................. ··------····· .......... --------........................ ····------... ·--·--- ...................... ··---------·-- '---··- .. 

Volu;e m1 m1 910 12 736 741 1.8 6.0 12.0 70 1.8 12.7 
13 10 16 ?Jl ~7 1.6 5.8 10.9 55 1.6 10.3 

Reldn rel. 1 11)1 91D 12 736 741 1.025 1.041 1.094 70 1.()3!) 1.003 
13 lt) 16 Z37 Z37 1.027 1.042 1.086 55 1.032 1.008 

Pi tkl1 910 12 735 740 6.0 6.5 7.0 70 5.6 7.4 
13 TO 16 ZiJ7 ~7 6.0 6.5 7.0 55 5.7 7.3 

NIT Scxre Kl1 910 12 386 391 0. 0. 1. 37 0. 1. 
13 lt) 16 154 154 o. o. 1. 31 0. 1. 

Fm g/1 Hl1 910 12 735 740 0.00 0.25 0.75 70 0.13 0.85 
13 TO 16 m 2!!7 0.25 0.25 0.75 55 0.20 1.05 

WJ 1111'01/l tm 910 12 735 740 0. 0. 0. 70 0. 0. 
1310 16 'n7 NT o. 0. 0. 55 0. 0. 

l<ET rnrol/1 Kn 91U 12 735 740 0.0 0.5 1.5 70 o.o 2.0 
1310 16 'n7 297 0.0 0.5 1.5 55 0.2 2.2 

IBi ~1/l K>1 910 12 735 740 0. 0. 17. 70 0. 15. 
13 10 16 297 297 o. 0. 17. 55 0. 24. 

BIL ~1/1 KJ1 910 12 735 740 o. 0. 17. 70 0. 14. 
1310 16 297 297 o. 0. 17. 55 0. 17. 

ERi ~~1 t01 91U 12 735 740 o. 10. 25. 70 1. 54. 
1310 16 ?31 1$1 0. 10. 25. 55 0. 61. 

l.BJ per Ill t01 910 12 735 740 o. 25. 100. 70 11. 85. 
1310 16 Z31 297 o. 25. 100. 55 0. 85. 
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Referm::e vall.eS • Urire cmlysis 
---·- ................................... ··------ ..... -----.............. -...................... -- ..... --- ......... ----------------- ........ -·---··--------········· 
!ffi:IES AAT FeW.E 
SlPAIN HiJ'Brl :WIST(Sf) 
SJRIER 10: ltd. 
Slt()'( 1VF£ [Ill) 
em: RlJfE [Pll] 
1}\lES: {.AU.) 
-... -- ....... ------------------ ............... ------- ...... - ... ---·~ ----~-- -- .. ------- ... __ ..,._ .... ------ .. -- ------··----- .... -- ·-------______ ... ------- .... -... --
PNW£IER l.NIT t£rnl) Hlltw. fa 00. f.F PBmffil.ES (f OOIV. VIUES RAta (f S1UJY ~ 

IN \oSS NmW.S N 5't lfDIIH 95% N HIN MX 
-.. ------ ····--·. --- ---- ... ----·- ....... ---------·------- ..... ----- ...... -----·------- ..... ____ ........................................ ---. ·-·- ----- ... --·-·-------.... ·--. 

Yo lure 1111 11J1 9ID 12 732 737 1.4 4.4 8.6 69 1.6 16.0 
13 ro 16 197 ~7 1.5 4.5 9.8 55 1.2 9.3 

Rel<Bls re1. 1 11J1 910 12 732 737 1.026 1.043 1.006 69 1.029 1.105 
13 ro 16 'B7 297 1.023 1.042 1.078 55 1.029 1.089 

Pi I'D1 910 12 731 736 5.0 6.0 7.0 69 5.3 7.1 
1310 t6 'l'J7 297 5.0 6.0 7.0 55 5.3 6.9 

NIT ~ te1 910 12 388 393 0. o. 1. 37 o. 0. 
13 1{) 16 154 154 0. 0. 0. 31 0. 0. 

Fro gil tD1 910 12 731 736 0.00 0.25 0.75 69 0.08 0.75 
1310 16 'lfJ7 ~7 0.00 0.25 0.75 55 0.05 0.75 

G.lJ nrrolll K>1 910 12 731 736 0. {). 0. 69 0. 0. 
1310 16 'lj1 ~7 0. 0. 0. 55 0. 1. 

Ia aaol/1 K)t 910 12 731 736 0.0 0.5 1.5 69 0.0 1.0 
13 10 16 'a7 'lSR 0.0 0.5 1.5 55 0.0 1.3 

lffi JJ!Dlll K)1 910 12 731 736 0. 0. 0. 69 0. 10. 
13 TO 16 '!J7 ~7 0. 0. 0. 55 0. 20. 

en. JJ!Olll 1'01 9TO 12 731 736 0. 0. 17. 69 0. 12. 
1310 16 'B7 297 0. 0. 17. 55 o. 17. 

ER{ Jllf !Jl t01 910 12 731 736 0. 0. 25. 69 0. 19. 
1310 16 'B7 297 0. 0. 12. 55 0. 25. 

lBJ p;lf' p1 K)1 910 i2 731 726 0. 25. 25. 00 0. 45. 
13 11) 16 '!J7 2!il 0. 0. 25. 55 o. eo. 
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QUALITY ASSURANCE ST ATEl\1ENT 

g.jReference Number : KF030426 

-
Study Title ' .. . 28 Day Oral Toxicity (Gavage) Study in Whistar Rat. 

Phase of study :Dose Confirmation Phase 

RCC Study No. 851277 

This study was contracted to RCC Ltd. 

The work for the above named phase of the study was conducted bH 
Inspections and audits for this phase of the study were performed as detailed below and 
findings reported to the Principal Investigator and Facility Management. Significant findings 
affecting the main study are reported to the Study Director. 

Audit Type Audit Date 

Data Audit 09-Mar-2004 

Process Inspection 05-Jan-2004 
~easuren1~ntProcedures 

HPLC 

Facility Inspection 27-Nov-2003 

Report Date 

15-Mar-2004 

19-Mar-2004 

05-Dec-2003 

As far as can reasonably be established, this document has been accepted by Quality 
Assurance as being an accurate presentation of the raw data and finding of the study. 
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RCC Study No 851277 

THE WIST AR RAT 

DOSE CONFIRMATION PHASE 

SUMMARY 

The aim of this phase of the study was to confirm satisfactory achieved conce~, 
homogeneity and stability at all levels of dosing using a method developed in-study 
number AH030452. 

Analysis of solutions was performed by High Perfotmance Liquid Chromatography with UV 
detection (HPLCIUV). Homogeneity(± 7% of nominal), achieved concentration and 
stability (±10% of nominal) of the 0.5, 5 and 15 mg/mL dosing solutions were confirmed 
over the course of the study. 
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lice Study No 851277 
Page 2 of 10 

1. INTRODUCTION 

The aim of this phase of the study was to confirm satisfactory achieved concAe ati ~ 
homogeneity and stability at all levels of dosing using a method developed i tudy 
number AH030452. 
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t~~G---iil RCC Study No 851277 
Page 3 oflO 

2. SUBSTANCES TESTED 

The following samples were.provided by ~!ovide dose confirmation. 
All samples were supplied as solutions ot~S2539801) in distilled 
water, RCC study code 851277 · 
(GR l:;;:eontrol 0 mglmL., GR 2 = 0.5 mglmL, GR 3 = 5 mglmL and GR 4 = 15 mg/mL). 

Code 
GRI/A 
GR2/A 
GR2/B 
GR2/C 
GR3/A 
GR3/B 
GRJ/C 
GR4/A 
GR4/B 
GR4/C 
GR2Cl 
GR2 CIT3 
GR2 CIT7 
GR3Cl 
GR3 CIT3 
GR3 CIT7 
GR4Cl 
GR4 ClT3 
GR4 C1T7 
GR2Cl 
GR2 CIT7 
GR3Cl 
GR3 ClT7 
GR4Cl 
GR4C1T7 
GR2Cl 
GR2 CIT7 
GR3Cl 
GR3 C1T7 
GR4Cl 
GR4C1T7 
GR2Cl 
GR2CIT7 
GR3Cl 
GR3CIT7 
GR4Cl 
GR4 C1T7 

Date of preparation 
16.12.03 
16.12.03 
16.12._03 
16.12.03 
16.12.03 
16.12.03 
16.12.03 
16.12.03 
16.12.03 
16.12.03 
24.12.03 
24.12.03 
24.12.03 
24.12.03 
24.12.03 
24.12.03 
24.12.03 
24.12.03 
24.12.03 
31.12.03 
31.12.03 
31.12.03 
31.12.03 
31.12.03 
31.12.03 
7.1.04 
7.1.04 
7.1.04 
7.1.04 
7.1.04 
7.1.04 
14.1.04 
14.1.04 
14.1.04 
14.1.04 
14.1.04 
14.1.04 
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The above samples were received on 22/1/04 

Code 
GR2C2 
GR3C2 
GR4C2 
GR2R 
GR3R 
GR4R 
GR2C2 
GR3C2 
GR4C2 
GR2R 
GR3R 
GR4R 
GR2C2 
GR3C2 
GR4C2 
GR2R 
GR3R 
GR4R 
GR2C2 
GR3C2 
GR4C2 
GR2R 
GR3R 
GR4R 

Date of preparation 
24.12.03 
24.12.03 
24.12.03 
24.12.03 
24.12.03 
24.12.03 
31.12.03 
31.12.03 
31.12.03 
31.12.03 
31.12.03 
31.12.03 
7.1.04 
7.1.04 
7.1.04 
7.1.04 
7.1.04 
7.1.04 
14.1.04 
14.1.04 
14.1.04 
14.1.04 
14.1.04 
14.1.04 

The above samples were received on 12/2/04 

Page 4 ofl() 

Samples were held refrigerated at RCC and transported frozen t" where they were 
kept frozen until analysed. . 
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3. METHOD 

3.1 Sample preparation 

GR 1 and 2 samples were analysed directly. 
GR 3 samples were analysed after diluting I in 10 in Ultrapure water. 
GR 4 samples were analysed after diluting l in 20 in Ultrapure water {with the exception of 
those received on 22nd January 2004 which were diluted I in 25) 

3.2 HPLC/lN analvsis 

The main component peak area was measured by High Performance Liquid Chromatography 
with UV detection (HPLCIUV). The solutions were anaJysed by reversed phase HPLC by 
injecting lOJ.!L onto a Waters Spherisorb S5 c6 (250 X 4.6mm) column held at 35°C. An 
isocratic mobile phase, flowing at 1.5 mUmin., consisting of 35% acetonitrile and 65% 
ultrapure water containing 10 mM triethylamine and 10 mM octanesulphonic acid sodium 
salt was used for the analysis. The aqueous portion was made to pH 2.5 with a-phosphoric 
acid before adding the acetonitrile. Reagents wherever possible were HPLC Grade, AR 
Grade or equivalent. Detection was by UV at 260 nm. CaJibration standards, prepared in 
Ultrapure water, were run in the concentration range of 0.1 to 1 mg/mL (minimum of 3 data 
points). The calibration standards were made fresh on each day of analysis. 

3.3 Study dates 

The analysis phase of the study was conducted between 14th January 2004 and 13th February 
2004. 

3.4 Storage and retention of data 

Datacare Business Management Systems has been chosen as the test site's archive because 
they have been accepted as qualified contract facility. Although ~tacl. Management 
Systems is not a member of the UK GLP compliance programme ~uality Assurance 
performs annual audits of the contract facility to specific SOPs which have been approved by 
the UK GLP autiwl;i~~e UK Medicines and HealthcarHro ts Regulatory Agency have 
been informed o~use of the contract facility. Th chivist manages the flow 
of data to and from the contract facility (deposits and loans . T e archivist also manages the 
culling program. 
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4. RESULTS AND DISCUSSION 

4.1 Samples analysed but not reported 

Due to analytical instrumental problems satisfactory data was not obtained from the first 
batch of samples sent (labelled Cl, received 22nd January 2004). This was with the exception 
of the Pretest homogeneity samples, from 16'h December 2003, which were analysed before 
the problems occurred. 

A decision was made to request the reserve samples, labelled C2 and R, held refrigerated at 
RCC, as there was insufficient volume remaining of the original samples to repeat the 
analysis. 

4.2 Reooned samples 

Pretest homogeneity data is presented in Table I ; dose confirmation and stability data are 
presented in Table 2. Typical chromatograms of a standard and sample can be seen in 
1. The peak eluting at approximate I y 4.4 min is the main component 
and this peak area was used in a quantitative comparison between stml<1Sf<1s 
supplied. 

Data in Table I confirms homogeneity(± 7% of nominal) ofthe 0.5, 5 and 15 mglmL 
solutions. Samples labelled A, B and C were taken from the top, middle and bottom of the 
solutions respectively. 

Data in Table 2 confirms dose and stability (±10% of nominal) ofthe 0.5, 5 and 15 mg/mL 
solutions over the 28 day period. 

· ATTACHM,I!NT PAG& 826 

378 



Sanitized Version 

Page 7 oflO 

S. CONCLUSION 

Homogeneity(± 7% of nominal), achieved concentration and stability (±10% ofnominal) of 
the 0.5, 5 and 15 mg/mL dosing solutions were confirmed over the 28 day study. 

ATTACWM&fn f;J.%0& 327 
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TABLE 1. PRETEST HOMOGENEITY (SAMPLES FROM 16.12.03) 

SAMPLE NOMINAL MEASURED %NOMINAL 
CONCENTRATION CONCENTRATION 

(mg/mL) (mg/mL) 
GRl/A 0 <0.01 N/A 
GR2/A 0.5 0.47 93.0 
GR2/B 0.5 0.50 100 
GR2/C 0 . .5 0.48 96.0 
GR3/A s 4.99 99.7 
GR3/B 5 5.08 102 
GR3/C 5 5.02 100 
GR4/A 15 14.4 95.8 
GR41B 15 14.5 96.7 
GR4/C 15 14.2 94.7 

380 



Sanitized Version 

Iiicc Study !11t2l7l7••iJIIII 
Page 9 oflO 

TABLE 2. DOSE CONFIRMATION AND STABILITY 

SAMPLE DATE NOMINAL MEASURED %NOMINAL 
CONCENTRATION CONCENTRATION 

(mg/mL) (mglmL} 
GR2C2 24/12/03 0.5 0.54 108 
GR3C2 24/12/03 5 5.07 101· 
GR4C2 24/12/03 15 14.7 98.0 
GR2R 24/12/03 0.5 0.49 98.8 
GR3R 24/12/03 5 4.75 94.9 
GR4R 24il2/03 15 14.3 95.4 

GR2C2 31i12/03 0.5 0.51 102 
GR3C2 31112/03 5 5.01 100 
GR4C2 31112/03 . 15 14.8 98.6 
GR2R 31112/03 0.5 0.48 96.0 
GR3R 31112/03 5 4.73 94.6 
GR4R 31/12/03 15 14.1 93.8 
GR2C2 7/1/04 0.5 0.48 96.7 
GR3C2 7/1/04 5 5.00 99.9 
GR4C2 7/1104 15 14.3 95.1 
GR2R 111104 0.5 0.45 90.5 
GR3R 711/04 5 4.99 99.9 

~ GR4R 711/04 15 14.2 94.8 
GR2C2 14/1104 0.5 0.50 100 
GR3C2 14.'1/04 5 4.67 93.4 
GR4C2 14/l/04 15 14.8 98.8 
GR2R 14/l/04 0.5 0.47 94.9 
GR3R 14/1/04 5 4.70 94.0 
GR4R 14/l/04 15 14.5 96.8 
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·r. the undersigned hereby declare that the histopathology data (Principal Section and Tables) 
in this report were compiled by me, and that they accurately reflect the primary data records. 

Prepared by: 

Cross-checked by: 

Dr. D. Konrad 
Toxicological Pathologist 

.. UU1!lAAi) . 
date: z~ _ Q\, 1.( .. -'lt:0£:1-

Dr. K. Weber 
Toxicological Pathologist 

/ {/ /{. lffi. fl.-4' ................................ 0"1 
date: 
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The undersigned hereby declares that the study phase Histopathology has been perfonned 
in compliance with the 

Swiss Ordinance relating to Good laboratory Practice, adopted February 2nd, 2000 (RS 
813.016.5]. This Ordinance is based on the OECD Principles of Good Laboratory Practice. 
as revised in 1997 and adopted November 26th, 1997 by decision of the OECD Council 
[C(97) 186/Final}. 

Dr. D. Konrad 
Toxicological Pa1ho~ 

.... UtiM10f~ 
date: B -lUL...-1W4-
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SUMMARY 

PAGE: 5 
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PATH. NO. 
DATE 

: 20043 KOD 
: 23-JUL-04 

The gurpo.of this oral. toxicity study was to assess the cumulative toxicity of&--. •• l.lliii .. IJthen administered daily to rats by gavage for a period of 28 days. 

The reversibility of possible test item-related changes was assessed after a treatment-free 
14-day recovery period. 

There was premature mortality in a dose group 4 animal (animal no. 51). The cause of death 
could not be established. -

At necropsy no test item-relatE?d macroscopic findings were recorded. 

Test item related findings consisted of splenic atrophic changes in periarteriolar lymphatic 
sheets (PALS) and the marginal (mantle) zone as well as red pulp atrophy. Such findings 
could be observed in a small number of females of dose group 4 (150 mg/kg) and a single 
female of dose group 3 (50 mg/kg). Red pulp atrophy persisted in a recovery femal~ of dose 
group 4. 

Lymphoid atrophy in mesenteric lymph nodes at a minimal severity was observed in single 
males of dose groups 3 and 4. These findings resolved in the recovery group. 

Test item induced findings could not be observed in dose group 2 (5 mg/kg) and, therefore, 
a NOEL tor pathotogy could be established at 5 mg/kg and a NOAEL for pathology could be 
established at 50 mg/kg. 

All remaining microscopical findings noted were within the range of background findings 
typically noted for this strain and age. 
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MATERIALS AND METHODS 
Group Allocation 

Allocation Group1* Group2 

And 0 5 

Dose Levels mg/kg/day mg/kg/day 

Males A 1 -5 11 - 15 

Males B 6-10 

Females A 31-35 41-45 

Females B 36·40 

A- Toxicity testing (termination after 28 treatment days} 

Group 3 

50 

PAGE: 6 

RCC STUDY NUMBER 851277 

PATH. NO. 
DATE 

Group4 

150 

: 20043 KOD 
: 23-JUL-04 

mg/kg/day mglkg/day 

16-20 21-25 

26-30 

46-50 51-55 

56-60 

B ~ Recovery testing (termination after an additional 14-day recovery period) 

Necropsy 

Necropsies were performed at RCC Ltd, ltingen I Switzerland. At the end of the treatment 
period aU animals were weighed. anesthetized by intraperitoneal injection of pentobarbitone, 
sacrificed by exsanguination, and necropsied. Descriptions of all macroscopic abnormalities 
were recorded. Samples of the following tissues and organs were collected from all animals 
at necropsy and, fixed in neutral phosphate buffered 4% formaldehyde solution. 

Histopathology 

Histological preparation of the tissues was performed at RCC Ltd. ltingen I Switzerland. 
Slides of all organs and tissues collected at necropsy (tissues listed in boldface type see list 
below) from all animals of the control and high-dose group (group 1 and 4, respectively), of 
spleen and mesenteric lymph nodes of group 2 and 3 and all gross lesions from all animals 
of all groups were processed, embedded in paraffin, cut at a nominal thickness of 2-4 
micrometers, stained with hematoxylin & eosin (H&E) and examined by light microscope by 
the study pathologist. 
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Adrenal glands 
Aorta 

E I 
.at, 28-Day oral (Gavaf 

Bone (sternum, femur including joint) 
Bone marrow (femur) 
Brain (at least three levels) 
cecum 
Colon 
Duodenum 
Epididymides (fixed in Bouin"s solution) 
Esophagus 
Eyes w/optic nerve (fixed in Davidson's solution) 
Harderian gland (fixed in Davidson's solution) 
Heart 
tleum, with Peyer's patches 
Jejunum with Peyer's patches 
Kidneys 
Larynx 
Lacrimal gland, exorbital 
Liver 
Lungs, filled w/formalln at necropsy 
Lymph node·s • mesenteric, mandibular 
Mammary gland area 

Data Compilation 

PAGE: 7 

RCC STUDY NUMBER 851277 

PATH. NO. 
DATE 

: 20043 KOO 
: 23·JUL-04 

Nasal cavity 
Ovaries 
Pancreas 
Pituitary gland 
Prostate gfand 
Rectum 
Salivary glands - mandibular, sublingual 
Sciatic nerve 
Seminal vesicles 
Skeletal muscle 
Skin 
Spinal cord· cervical, midthoracic, lumbar 
Spleen 
Stomach 
Testes (fixed in Bouin's solution) 
Thymus 
Thyroid (incl. parathyroid gland, If possible) 
Tongue 
Trachea 
Urinary bladder, filled wlformalin at necropsy 
Uterus 
Vagina 
Gross lesions 

The animar data and necropsy findings were transferred electronically via transfer fife into the 
PathData System. 

The microscopic findings were recorded during histopathologic examination by the 
pathologist and entered directly into the PathData System. The slides were evaluated during 
February/March 2004. 

Histological changes were described. wherever possible, according to distribution, severity 
and morphologic character. Severity scores were assigned as given under "Explanation of 
Codes and Symbols". In paired organs. findings occurred sometimes bilaterally and were of 
different degrees of severity. When this occurred, the higher degree was recorded and 
comment was made which indicated the severity of the lesion in the contra lateral organ. 

All microscopic findings are listed in the 'TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS" 
{= AOFT, animal organ finding table), along with an explanation of the codes and symbols 
used. Computer-generated incidence tables derived from these data are also presented as 
well as the complete narrative of the both macroscopic and microscopic findings. 

Data Cross Checking 

All sections of control and high dose animals as well as additionally organs cut as requested 
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at, 28·Day Oral (Gav 

PAGE: 8 

RCC STUDY NUMBER 851277 

PATH. NO. 
DATE 

: 20043 KOO 
: 23-JUL-04 

·reviewed by Dr. K. Weber RCC ltingen, Department of Pathology. The assessment of the 
study pathologist and the reviewing pathologists compared favorably. 

RESULTS 
Macroscopic Findings 

At the end of the treatment and following recovery period no treatment-related gross lesions 
were observed. The macroscopic findings recorded were considered to be within the range 
of ·normal background lesions, which may be seen in rats of this strain and age in oral 
toxicity studies and were considered incidental, reflecting the usual individual variability. 
Microscopic Findings 

Test item related findings could be established in two lymphatic organs. In the spleen, 
atrophic changes in periarteriolar lymphatic sheets (PALS) and the marginal (mantle) zone 
as well as red pulp atrophy could be found at minor severity degrees. PALS-atrophy and red 
pulp atrophy could be observed in some females of the high dose group 4 (150 mg/kg), 
accompanied by significant reduction of the organ weight ratio. Similar microscopic changes 
(atrophy of PALS and mantle zone) were observed in a single female of dose group 3 (50 
mg/kg), but no significant differences in organ weight or organ weight ratios were noted. Red 
pulp atrophy persisted in a recovery female of dose group 4. 

In the spleen of the recovery groups 4 (150 mg/kg) an increased incidence and severity of 
extramedullary hematopoiesis could be found that was paralleled by an insignificantly 
increased organ weight ratio or organ brain weight ratio. 

Lymphoid atrophy in mesenteric lymph nodes at a minimal severity was observed in single 
males of dose group 4 and a single male of dose group 3. These findings resolved in the 
recovery group. 

All remaining microscopic ·findings recorded were considered to be within the range of 
normal background lesions, which may be seen in rats of this strain and age in oral toxicity 
studies and were considered incidental, reflecting the usual individual variability. 

CONCLUSIONS 
Test item-related microscopic changes were manifested by atrophic changes in spleen and 
mesenteric lymph nodes of animals treated with 150 mg/kg/day. These findings were 
accompanied by minor organ weight changes and were therefore considered to be test item 
related adverse findings. 

A NOEL could be established at 5 mg/kg and the no-observed-adverse-effect-level (NOAEL) 
was established as 50 mg/kg. 
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PathData®system V6.2a2 

EXPLANATION OF CODES AND SYMBOLS 

CODES AND SYMBOLS USED A~·ANIMAL LEVEL: 

M 
F 
KO 
Rl. .. R9 
+ 
+1 

Male animal 
Female animal 
Terminal sacrifice group 
Recovery I post-treatment group 1 ... 9 
Intercurrent death/sacrificed moribund 
Found dead 

CODES AND SYMBOLS USED AT ORGAN LEVEL: 

G ~ Gross observation checked off histologically 
* = Comment in text of individual animal data 
0 Tissue not present for histologic examination 

Histologic examination not required 
+ Organ examined, findings present 

Organ examined, no pathologic findings noted (AOFT only) 
Only one of paired organs examined/present 

CODES AND SYMBOLS USED AT FINDING LEVEL: 

GRADE 1 
GRADE 2 
GRADE 3 
p 

( 

= Minimal I very few I very small 
a Slight I few I small 

Moderate I moderate number I moderate 
Finding present, severity not scored 
Finding unilateral in paired organs 

size 
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TEST ARTICLE (i[j·--····-TEST SYSTEM : RAT, 28-DAY, ORAL (GAVAGE) 

SPONSOR c------•!1 
SUMMARY INCIDENCE OF GRADING$ BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: KO, INCL. DEATHS 

SEX 
DOSE GROUP: 01 04 02 03 
NO. ANIMALS: 5 5 5 5 

HEART 5 5 
- Mononuclear foci 

GRADE 1 1 4 
GRADE 2 l 

TOTAL AFFECTED 2 4 
MEAN SEVERITY 1.5 1.0 

TRACHEA 5 5 
- Submuc. mononucl 

GRADE 1 2 3 
GRADE 2 1 

TOTAL AFFECTED 3 3 
MEAN SEVERITY 1.3 1.0 

- Glandular dilation 
GRADE 1 l. l. 

TOTAL AFFECTED l. l. 
MEAN SEVERITY 1.0 l.O 

LIVER 5 5 
- Mononuclear foci 

GRADE l 5 4 
GRADE 2 l 

TOTAL AFFECTED 5 5 
MEAN SEVERITY 1.0 1.2 

PAGE 
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10 
851277 

PATROL. NO. : 20043 I<OD 
DATE 23-JUL-04 
PathData®system V6.2a2 

MALE 

............................................................................... 
- Hematopoietic foci 

GRADE 1 2 

TOTAL AFFECTED 2 
MEAN SEVERITY 1.0 

................................................ ' ............... • .......... . 
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TEST ARTICLE 
TEST SYST$M 
SPONSOR 

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY; KO, INCL. DEATHS 

SEX 
DOSE GROUP: Ol 04 02 03 
NO.ANIMALS: 5 5 5 5 

LIVER CONT'D. 5 5 
- Fatty change 

GRADE l 3 2 
GRADE 2 l 

TOTAL AFFECTED 3 3 
ME..~ SEVERITY 1.0 1.3 

- Bile duct hyperplas. 
GRADE l 1 4 

TOTAL AFFECTED 1 4 
MEAN SEVERITY 1.0 1.0 

SPLEEN 5 5 5 5 
- Hematopoiesis 

GRADE 1 4 3 4 2 
GRADE 2 l 

TOTAL AFFECTED 4 3 4 3 

MEAN SEVERITY 1.0 1.0 1.0 1.3 
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PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®system V6.2a2 

MALE 

................................................................................ 
- Hemosiderin 

GRADE l l 

TOTAl.. AFFECTED l 
MEAN SEVERITY l.O 

MESENT. LYMPH NODE 5 5 5 5 
- Lymphoid hyperplasia 

GRADE 2 2 l 
GRADE 3 5 2 1 3 

TOTAL AFFECTED 5 2 3 4 

MEAN SEVERITY 3.0 3.0 2.3 2.8 
.. ,• ..................................................................... . 
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I I 
28-DAY, 

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: KO, INCL. DEATHS 

SEX 
DOSE GROUP: 
NO. ANIMALS: 

MESENT. LYMPH NODE 
- Lymphoid atrophy 

GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

KIDNEYS 
- Hyaline droplets 

GRADE l 
GRADE 2 

TOTAL AFFECTED 
MEAN SEVERITY 

- Mononuclear foci 
GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

- Tubular mineraliz. 
GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

- Tubular basophilia 
GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

01 04 
5 5 

5 5 

2 

2 
1.0 

5 5 

1 2 
2 2 

3 4 
1.7 1.5 

2 3 

2 3 
1.0 1.0 

2 

2 
1.0 

4 s 

4 5 
1.0 1.0 

02 03 
5 5 

5 5 
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PathData®system V6. 2a2· 
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395 



PATHOLOGY REPORT 
SUMMARY TABLES 

TEST ARTICLE 
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SUMMARY INCIDENCE OF GRAD!NGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: KO, INCL. DEATHS 

SEX 
DOSE GROUP: 
NO. ANIMALS : 

STOMACH 
- Hyalin inclusions 

GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

- Vacuolation lim.r. 
GRADE l. 

TOTAL AFFECTED 
MEAN SEVERITY 

- Epithelial hyperpl. 
GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

- Hyperker. lim. r. 
GRADE 1 : 

TOTAL AFFECTED 
MEAN SEVERITY 

- Incr. submuc. infl. 
GRADE l 

TOTAL AFFECTED 
MEAN SEVERITY 

01 04 
5 5 

5 5 

3 4 

3 4 
1.0 1.0 

1 1 

l. 1 
1.0 1.0 

l 

1 

1 
1.0 

2 

1 2 
1.0 1.0 

2 4 

2 4 
1.0 1.0 

02 03 
5 5 
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PathData®system V6.2a2 

MALE 

... ' ................. ' .................................................. . 
- Mononuclear foci 

GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

1 

1 
1.0 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

: RAT, 28-DAY, ORAL (GAVAGE) a . '0 
rl' I 

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: KO, INCL. DEATHS 

SEX 
DOSE GROUP: 
NO. ANIMALS : 

DUODENUM 
- Submucosal fibrosis 

GRADE l 

TOTAL AFFECTED 
MEAN SEVERITY 

BONE MARROW 
- Fatty replacement 

GRADE l 

TOTAL AFFECTBD 
MEAN SEVERITY 

LUNG 
- Vascular mineral. 

GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

• Alveolar macrophages 
GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

01 04 02 03 
5 5 5 5 

5 5 

l. 

l 
1.0 

5 5 

1 

1 
1.0 

5 5 

2 3 

2 3 
1.0 1.0 

2 1 

2 1 
1.0 1.0 

PAGE 
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PATHOL. NO. : 20043 KOD 
DATE 23 -JUL·04 
PathData®system V6.2a2 

MALE 

••••••••••••••••••••••••••••••••••••••••••••••••••••••••••••• I> .......... .. 

- Mononuclear foci 
GRADE 1 1 

TOTAL AFFECTED 1 
MEAN SEVERITY 1.0 

............................. , ............................................ . 
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TEST ARTICLE 
TEST SYSTSM 
SPONSOR 

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: KO, INCL. DEATHS 

SEX 
DOSE GROUP: 
NO .ANIMALS: 

LT.JNG CONT'D. 
- Alveolitis 

GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

EPIDIDYMIDES 
- Mononuclear foci 

GRADE 1 
GRADE 2 

TOTAL AFFECTED 
MEAN SEVERITY 

TESTES 
- Mononuclear foci 

GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

- Tub. vacuolization 
GRADE 1 
GRADE 2 

TOTAL AFFECTED 
MEAN SEVERITY 

- Tubular degeneration 
GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

: 

01 
5 

5 

1 

1 
1.0 

5 

~ 

1 
1.0 

5 

1 

l 

04 
5 

5 

5 

1 

1 

2.0 

5 

l 

1 
1.0 

1 
l 

1.0 1.5 

1 1 

1 l 
1.0 1.0 

02 03 
5 5 
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PATHOLOGY REPORT 
SUMMARY TABLES 

TEST ARTICLE j[j • 
TEST SYSTEM : RAT, 28-DAY, ORAL (GAFfE) 

SPONSOR ~C-~1111111111111111111111~£) 
SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: KO, INCL. DEATHS 

SEX 
DOSE GROUP: 
NO.ANIMALS: 

MANDIB.LYMPH NODES 
- Plasmacytosis 

GRADE 1 
GRADE 2 

TOTAL AFFECTED 
MEAN SEVERITY 

ADRENAL CORTICES 
- Vacuolation. z. f. 

GRADE l 

TOTAL AFFECTED 
MEAN SEVERITY 

- Z. fasc. hypertrophy 
GRADE l 

TOTAL AFFECTED 
MEAN SEVERITY 

01 
5 

5 

2 
2 

4 
1.5 

5 

3 

3 
l.O 

04 
5 

5 

3 
1 

4 
1.3 

5 

1 

l 
1.0 

l 

1 
1.0 

02 03 
5 5 
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MALE 

................................................................................ 
- Fibrosis 

GRADE l : 1 

TOTAL AFFECTED 1 
MEAN SEVERITY l.O 

PROSTATE GLAND 
- Prostatitis, chronic 

GRADE 2 

TOTAL AFFECTED 
MEAN SEVERITY 

5 5 

l 

1 
2.0 
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PATHOLOGY REPORT 
S'O'MMARY TABLES 

TEST ARTICLE li • 
TEST SYSTEM ,.,..T, 28-DAY, ORAl.. (G.E) 

SPONSOR ~ .. 

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: KO, INCL. DEATHS 

SEX 
DOSE GROUP: 01 04 02 03 
NO.ANIMALS: 5 5 5 5 

SCIATIC NERVE, LEFT 5 5 
- Single fiber deg. 

GRADE ~ 3 

TOTAL AFFECTED 3 
MEAN SEVERITY 1.0 
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PATHOLOGY REPORT 
SUMMARY TABLES 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: KO, INCL. DEATHS 

SEX 
DOSE GROUP: 
NO .ANIMALS: 

HEART 
- Mononuclear foci 

GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

TRACHEA 
- Submuc. mononucl 

GRADE ~ 

TOTAL AFFECTED 
MEAN SEVERITY 

LIVER 
- Mononuclear foci 

GRADE l 
GRADE 2 

TOTAL AFFECTED 
MEAN SEVERITY 

- Fatty change 
GRADE 1 
GRADE 2 

TOTAL AFFECTED 
MEAN SEVERITY' 

- Bile duct hyperplas. 
GRADE l 

TOTAL AFFECTED 
MEAN SEVERITY 

Ol 
5 

5 

s 

2 

2 
1.0 

5 

4 
l 

5 
1.2 

04 
5 

5 

1 

1 
1.0 

5 

3 

3 
1.0 

5 

5 

5 
1.0 

1 
1 

2 
1.5 

3 l 

3 l 
1.0 1.0 
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PATHOLOGY REPORT 
SUMMARY TABLES 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

SUMMARY IUCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: KO, INCL. DEATHS 

SEX 
DOSE GROUP: 
NO.ANIMALS: 

SPLEEN 
- Hematopoiesis 

GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

- Atrophy PALS 
GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

- Atrophy mantle zone 
GRADE 1 
GRADE 2 

TOTAL AFFECTED 
MEAN SEVERITY 

- Atrophy red pulp 
GRADE l 

TOTAL AFF~CTED 
MEAN SEVERITY 

MESENT. LYMPH NODE 
- Lymphoid hyperplasia 

GRADE 2 
GRADE 3 

TOTAL AFFECTED 
MEAN SEVERITY 

- Lymphoid atrophy 
GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

01 
5 

5 

4 

4 
1.0 

5 

5 

5 
3.0 

04 
5 

5 

5 

5 
1.0 

1 

1 
1.0 

2 

2 
1.0 

l 

l 
1.0 

5 

2 

2 
3.0 

02 
5 

5 

2 

2 
1.0 

5 

4 

4 
2.0 

03 
5 

5 

3 

3 
1.0 

1 

1 
1.0 

1 

1 
2.0 

5 

4 

4 
2.0 

1 

1 
1.0 
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Sanitized Version 

PATHOLOGY REPORT 
SUMMARY TABLES 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: KO, INCL. DEATHS· 

SEX 
DOSE GROUP: 
NO. ANIMALS: 

MESENT. LYMPH NODE 
- Sinus dilation, foe. 

GRADE 2 

TOTAL AFFECTED 
MEAN SEVERITY 

KIDNEYS 
- Mononuclear foci 

GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

- Tubular mineraliz. 
GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

- Tubular basophilia 
GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

01 04 
5 5 

5 5 

5 5 

l 1 

1 l 
1.0 1.0 

2 3 

2 3 
1.0 1.0 

4 4 

4 4 
1.0 1.0 

02 03 
5 5 

5 5 

1 

1 
2.0 
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............... ' ............................................................ . 
- Cortical fibrosis 

GRADE 1 1 1 

TOTAL AFFECTED 1 1 
MEAN SEVERITY l.O 1.0 

STOMACH 5 5 
- Hyalin inclusions 

GRADE l 4 3 

TOTAL AFFECTED 4 3 
MEAN SEVERITY 1.0 1.0 

............................................................................... 
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PATHOLOGY REPORT 
SUMMARY TABLES 

TEST ARTICLE • • 
TEST SYSTEM _;,~AT, 28-DAY, ORAL (GA~E) 

SPONSOR ~ -

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: KO, INCL. DEATHS 

SEX 
DOSE GROUP: 01 04 02 03 
NO.ANIMALS: 5 5 5 5 

~TOMACH CONT'D. 5 5 

- Incr. submuc. infl. 
GRADE 1 2 1 

TOTAL AFFECTED 2 1 
MEAN SEVERITY 1.0 1.0 

- Mononuclear foci 
GRADE 1 1 

TOTAL AFFECTED l 
MEAN SEVERITY 1.0 

CECUM 5 5 
- Inflammatory infilt. 

GRADE l l 

TOTAL AFFECTED 1 
MEAN SEVERITY 1.0 

UTERUS s s l 
- Mononuclear focus 

GRADE 1 1 

TOTAL AFFECTED l. 
MEAN SEVER IT¥ 1.0 

LUNG 5 5 
- Hemorrhage 

GRADE 1 1 

TOTAL AFFECTED l 
MEAN SEVERITY 1.0 
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PATHOLOGY REPORT 
SUMMARY TABLES 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

if ii 
: RAT, 28-DAY, ORAL (G~E) a ._, 

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: KO, INCL. DEATHS 

SEX 
DOSE GROUP: 
NO.ANIMALS: 

LUNG CONT'D. 
- Acute emphysma 

GRADE J. 

TOTAL AFFECTED 
MEAN SEVERITY 

- Vascular mineral. 
GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

01 04 
5 5 

5 5 

1 

1 
1.0 

1 l 

1 1 
1.0 ·1.0 

02 03 
5 5 
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............................ - ................................... ' ......... . 
- Alveolar macrophages 

GRADE 1 1 

TOTAL AFFECTED 1 
MEAN SEVERITY l.O 

OVARIES 5 . 5 

- Sertoly cell hyperpl 
GRADE l 1 

TOTAL AFFECTED 1 
MEAN SEVERITY 1.0 

MANDIB.LYMPH NODES 5 5 
- Plasmacytosis 

GRADE l 2 3 

GRADE 2 2 

TOTAL AFFECTED 2 5 

MEAN SEVERITY 1.0 1.4 
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PATHOLOGY REPORT 
SUMMARY TABLES 

·---·· TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

~T, 28-DAY, ORAL (GAV;cr) 

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: KO, INCL. DEATHS 

SEX 
DOSE GROUP: 
NO.ANIMALS: 

PARATHYROID GLANDS 
- Fibrosis 

01 
5 

4 

GRADE 3 1 

TOTAL AFFECTED 1 
MEAN SEVERITY 3.0 

04 
5 

4 

ADRENAL CORTICES 5 5 
-Vacuolation. z. f. 

GRADE 1. : 1. 

TOTAL AFFECTED 
MEAN SEVERITY 

l 
1..0 

02 
5 

03 
5 
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.......................................................................... 
- z. fasc. hypertrophy 

GRADE l 

TOTAL AFFECTED 
MEAN SEVERITY 

l 

1 
1.0 

SCIATIC NERVE, LEFT 5 5 
- Single fiber deg. 

GRADE 1 1 

TOTAL AFFECTED 
MEAN SEVERITY 

l 
1.0 
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Sanitized Version 

PATHOLOGY REPORT 
SUMMARY TABLES 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: Rl 

SEX 
DOSE GROUP: Ol 04 02 03 
NO.ANIMALS: 5 5 

HEART 5 5 
Mononuclear foci 

GRADE 1 l 3 

TOTAL AFFECTED .l 3 

MEAN SEVERITY l.O 1.0 

TRACHEA 5 5 
- Submuc. mononucl 

GRADE l 2 2 

TOTAL AFFECTED 2 2 
MEAN SEVERITY 1.0 1.0 
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••••• '* ...... " ................................................................... . 

- Glandular dilation 
GRADE 1 1 

TOTAL AFFECTED 1 
MEAN SEVERITY 1.0 

........................................................................... ~ ..... 
- Adher. lymph. tissue 

GRADE 1 

LIVER 

TOTAL AFFECTED 
MEAN SEVERITY 

- Mononuclear foci 
GRADE l 
GRADE 2 

TOTAL AFFECTED 
MEAN SEVERITY 

5 

1 
l 

2 
1.5 

l 

1 
1.0 

5 

5 

5 
1.0 

........................................... - ................................. - .. 
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TEST SYSTEM : RAT, 28-DAY, ORAL {GA~E) 

SPONSOR iEiJillllllllllllllll~~ 
SUMMARY INCIDENCE OF GRADING$ BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: Rl 

SEX 
DOSE GROUP: 
NO.ANIMALS: 

LIVER CONT'D. -
- Fatty change 

GRADE 1 
GRADE 2 

TOTAL AFFECTED 
MEAN SEVERITY 

- Bile duct hyperplas. 
GRADE J. 

TOTAL AFFECTED 
MEAN SEVERITY 

SPLEEN 
- Hematopoiesis 

GRADE l 
GRADE 2 

TOTAL AFFECTED 
MEAN SEVERITY 

- Hemosiderin 
GRADE 1 : 

TOTAL AFFECTED 
MEAN SEVERITY 

MESENT. LYMPH NODE 
- Lymphoid hyperplasia 

GRADE 3 

TOTAL AFFECTED 
MEh'J SEVERITY 

~~~=-=----

01 04 02 03 
5 5 

5 5 

1 1 
1 

2 J. 
1.5 1.0 

3 3 

3 3 
1.0 1.0 

5 5 

1 2 
2 

l 4 
1.0 l.S 

1 

l 
1.0 

5 5 

5 5 

5 5 
3.0 3.0 
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Sanitized Version 

PATHOLOGY REPORT 
SUMMARY TABLES 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: R1 

SEX 
DOSE GROUP: 
NO. ANIMALS: 

KIDNEYS 
- Hyaline droplets 

GRADE 1 
GRADE 2 

TOTAL AFFECTED 
MEAN SEVERITY 

- Mononuclear foci 
GRADE l 

TOTAL AFFECTED 
MEAN SEVERITY 

01 04 
5 5 

5 5 

4 2 
]. 

4 3 
1.0 1.3 

]. 1 

l 1 
1..0 1.0 

02 03 
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- Tubular mineraliz. 
GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

l 1 

l l 
1.0 1.0 

.................................................. ' ...................... . 
- Tubular basophilia 

GRADE l 

TOTAL AFFECTED 
MEAN SEVERITY 

5 4 

5 4 
]..0 1.0 ...... ' ................................................................... . 

- Tubular cast 
GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

l 

1 
1.0 

................................ 9 .......................................... . 

- Cortical fibrosis 
GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

1 

1 
l.O 
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Sanitized Version 

PATHOLOGY REPORT 
SUMMARY TABLES 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: R1 

SEX 
DOSE GROUP: 
NO. ANIMALS: 

URINARY BLADDER 
- Proteinaceous mat. 

GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

STOMACH 
- Hyalin inclusions 

GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

- Vacuolation lim;r. 
GRADE l 
GRADE 2 

TOTAL AFFECTED 
MEAN SEVERITY 

01 04 02 03 
5 5 

5 5 

1 

1 
1.0 

5 5 

2 2 

2 2. 
1.0 1.0 

3 
2 

2 3 
2.0 1.0 
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•••• 4 ..................................................................... - ...... . 

- Epithelial hyperpl. 
GRADE 1 1 

TOTAL AFFECTED 1 
MEAN SEVERITY 1. 0 

............... ' ............................................................. . 
- Incr. submuc. infl. 

GRADE 1 2 
GRADE 2 1 

TOTAL AFFECTED 3 
MEAN SEVERITY 1 1.3 
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PATHOLOGY REPORT 
SUMMARY TABLES 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: Rl 

SEX 
DOSE GROUP: 01 04 02 03 
NO.ANIMALS: 5 5 

LUNG 5 5 
- Vascular mineral. 

GRADE l 3 3 

TOTAL AFFECTED 3 3 
MEAN SEVERITY 1.0 1.0 

- Alveolar macrophages 
GRADE 1 3 

TOTAL AFFECTED 3 
MEAN SEVERITY 1.0 

- Mononuclear foci 
GRADE 1 2 1 

TOTAL AFFECTED 2 1 
MEAN SEVERITY 1.0 1.0 

MANDIB.LYMPH NODES 5 5 
- Plasmacytosis 

GRADE 1 2 3 

TOTAL AFFECTED 2 3 
MEAN SEVERITY 1.0 1.0 

ADRENAL CORTICES 5 5 
- Vacuolation. z. f. 

GRADE 1 2 1 
GRADE 2 1 

TOTAL AFFECTED 2 2 
MEAN SEVERITY 1.0 1.5 
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PATHOLOGY REPORT 
SUMMARY TABLES 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

T, 28-DAY, ORAL {GA 

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: Rl 

SEX 
DOSE GROUP: 
NO.ANIMALS: 

ADRENAL CORTICES 
- Fibrosis 

GRADE l 

TOTAL AFFECTED 
MEAN SEVERITY 

PROSTATE GLAND 
- Mononuclear foci 

01 
5 

5 

1 

04 
5 

5 

1 

l 1 
1.0 1.0 

5 5 

GRADE l 1 

TOTAL AFFECTED 1 
MEAN SEVERITY 1.0 

02 03 
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Sanitized Version 

PATHOLOGY REPORT 
SUMMARY TABLES 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: Rl 

SEX 
DOSE GROUP: 01 04 02 03 
NO. ANIMALS: 5 5 

HEART 5 5 
- Mononuclear foci 

GRADE 1 2 1 

TOTAL AFFECTED 2 l 
MEAN SEVERITY 1.0 l.O 

TRACHEA 5 s 
- SUbmuc. mononucl 

GRADE 1 3 l 

TOTAL AFFECTED 3 1 
MEAN SEVERITY 1.0 l.O 
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............. ' .................................................................... . 
- Adher. lymph. tissue 

GRADE 1 

LIVER 

TOTAL AFFECTED 
MEAN SEVERITY 

- Mononuclear foci 
GRADE l : 

TOTAL AFFECTED 
MEAN SEVERITY 

1 

1 
1.0 

5 5 

4 5 

4 5 
1.0 1.0 

.......................... ' ............. , ................................. . 
- Fatty change 

GRADE l 

TOTAL AFFECTED 
MEAN SEVERITY 

2 1 

2 1 
1.0 1.0 

............................................................................... 
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PATHOLOGY REPORT 
SUMMARY TABLES 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: Rl 

SEX 
DOSE GROUP: 
NO.ANIMALS: 

LIVER CONT'O. 
- Bile duct hyperplas. 

GRADE l 

TOTAL AFFECTED 
MEAN SEVERITY 

SPLEEN 
- Hematopoiesis 

GRADE l 
GRADE 2 

TOTAL AFFECTED 
MEAN SEVERITY 

- Hemosiderin 
GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

- Atrophy red pulp 
GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

MESENT. LYMPH NODE 
- Lymphoi~ hyperplasia 

GRADE 3 

TOTAL AFFECTED 
MEAN SEVERITY 

01 04 
5 5 

5 s 

2 1 

2 1 
1.0 1.0 

5 5 

1 
1 

2 
1.5 

1 1 

1 1 
1:0 1.0 

1 

1 
1.0 

5 5 

5 5 

5 5 
3.0 3.0 
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PATHOLOGY REPORT 
SUMMARY TABLES 

TEST ARTICLE ~ 
TEST SYSTE:M ~ 
SPONSOR 

SUMMARY I~CIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: Rl 

SEX 
DOSE GROUP: 
NO.ANIMALS: 

KIDNEYS 
- Hyaline droplets 

GRADE 1 

TOTAL AFFECTED 
MEAN SEVERITY 

- Mononuclear foci 
GRADE l 

TOTAL AFFECTED 
MEAN SEVERITY 

- Tubular mineraliz. 
GRADE l 

TOTAL AFFECTED 
MEAN SEVERITY 

- Tubular basophilia 
GRADE 1 

TOTAL AFFECTED 
ME..Illi SEVERITY 

- Cortical fibrosis 
GRADE l 

TOTAL AFFECTED 
MEAN SEVERITY 

STOMACH 
- Hyalin inclusions 

GRADE l 
GRADE 2 

TOTAL AFFECTED 
MEAN SEVERITY 

01 04 
5 5 

5 5 

l 

1 
1.0 

l 2 

l 2 
1.0 1.0 

1 l 

l 1 
l.O . 1. 0 

1 

l 
l.O 

5 

2 

2 
1.0 

2 

2 
1.0 

l 

1 
l.O 
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1 

l 
2.0 
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Sanitized Version 

PATHOLOGY REPORT 
SUMMARY TABLES 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

26-DAY, ORAL -SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: Rl 

SEX 
DOSE GROUP: 01 04 02 03 
NO. ANIMALS : 5 5 

STOMACH CONT'D. 5 5 
- Vacuolation lim.r. 

GRADE l 2 

TOTAL AFFECTED 2 
MEAN SEVERITY l.O 

- Mononuclear foci 
GRADE 1 l 

TO'!'AL AFFECTED l 
MEAN SEVERITY l.O 

LUNG 5 5 
- Vascular mineral. 

GRADE 1 2 

TOTAL AFFECTED 2 
MEAN SEVERITY 1.0 
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..................................... ~ ....... "' .............. " ................ . - Alveolar macrophages 
GRADE 1 2 

TOTAL AFFECTED 2 
MEAN SEVERITY 1.0 

e • e e e e e e e I e e f • e e e e • e • e e e e • • e e • • • e I> e • e "' e e • e • e • e ., • • e e e • e e I • e • e ••••• e ...... e •• - Mononuclear foci 
GRADE 1 l 

TOTAL AFFECTED l 
MEAN SEVERITY 1 • 0 
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PATHOLOGY REPORT 
SUMMARY TABLES 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

SUMMARY INCIDENCE OF GRADINGS BY ORGAN/GROUP/SEX 
STATUS AT NECROPSY: R~ 

SEX 
DOSE GROUP: 01 04 02 03 
NO. ANIMALS: 5 5 

MANDIB.LY.MPH NOPES 5 5 
- Plasmacytosis 

GRADE l 2 4 

TOTAL AFFECTED 2 4 
ME~..N SEVERITY ~.0 1.0 

ADRENAL CC·RTICES 5 5 
- Vacuolation. z. f. 

GRADE 1 1 l 

TO'I'AL AFFECTED 1 1 
MEAN SEVERITY 1.0 1.0 

- z. fasc. hypertrophy 
GRADE 1 4 l 

TOTAL AFFECTED 4 l· 

MEAN SEVERITY 1.0 1.0 

SCIATIC NERVE, LEFT 5 5 
- Single fiber deg. 

GRADE l 1 

TOTAL AFFECTED 1 
MEAN SEVERITY 1.0 

CEREBRUM 5 5 
- Mononucl. focus 

GRADE 1 1 

TOTAL AFFECTED 1 
MEAN SEVERITY 1.0 

.~~~===~ ~------
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35 
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SPONSOR ra:~~•••····· 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathDaea®system V6.2a2 

CORRELATION TABLE: NECROPSY - MICROSCOPY DOSE GROUP 01, MALE 

NECROPSY OBSERVATION 

THYMUS 
- 01: FOCUS/FOCI, SEVERAL, D=l MM, 

D.ARK RED. 

CORRESPONDING MICROSCOPIC FINDING 

ANIMAL NO: 7 

- No corresponding finding. 
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PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PaehData®system V6.2a2 

CORRELATION TABLE: NECROPSY - MICROSCOPY DOSE GROUP Ol, FEMALE 

NECROPSY OBSERVATION 

THYMUS 
- 01: FOCUS/FOCI, D=2 MM, DARK RED. 
LIVER 
- 01: PAPILLARY PROCESS: NODULE(S), 

D~3 MM, TAN, FIRM. 

UTERUS 
- Ol: BOTH HORNS: DILATION, D=S MM, 

CONTAINS WATERY FLUID. 

CORRESPONDING MICROSCOPIC FINDING 

ANIMAL NO: 31 

- No corresponding finding. 

- No corresponding finding. 

ANIMAL NO: 3 B 

- Cornual dilation. 
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PATROL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData0System V6.2a2 

CORRELATION TABLE: NECROPSY - MICROSCOPY DOSE GROUP 02, MALE 

NECROPSY OBSERVATION CORRESPONDING MICROSCOPIC FINDING 

ANIMAL NO: 15 

THYMuS 
- 01: DISCOLORATION, DARK RED. - No corresponding finding. 
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PATHOL. NO. : 20043 KOD 
DATE 23-JUL-04 

CORREI..ATION TABLE: NECROPSY - MICROSCOPY DOSE GROUP 03, FEMALE 

NECROPSY OBSERVATION CORRESPONDING MICROSCOPIC FINDING 

UTERUS 
- 01: BOTH HORNS: DILATION, 0;5 MM, 

CONTAINS WATERY FLUID. 

THYMUS 
- 01: FOCUS/FOCI, D~l MM, MANY, 

DARK RED. 

ANIMAL NO: 46 

- Cornual dilation. 

ANIMAL NO: 50 

- No corresponding finding. 
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TEST ARTICLE PATHOL. NO.: 20043 KOD 
TEST SYSTEM DATE 23 -JUL'- 04 
SPONSOR PathData~System V6.2a2 

CORRELATION TABLE: NECROPSY - MICROSCOPY DOSE GROUP 04, MALE 

NECROPSY OBSERVATION CORRESPONDING MICROSCOPIC FINDING 

ANIMAL NO: 29 

THYMUS 
- 01: FOCUS/FOCI, D=7 MM, DARK RED. - Congestion. 
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PATHOL. NO.: 20043 I<OD 
DATE 23-JUL-04 
PathData®system V6.2a2 

DOSE GROUP 04, FEMALE 

NECROPSY OBSERVATION CORRESPONDING MICROSCOPIC FINDING 

ANIMAL NO: 51 

LUNG 
- 01: DISCOLORATION, DARK RED. - Congestion. 
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INDIVIDUAL ANIMAL DATA RCC 851277 

TEST ARTICLE PATHOL. NO.: 20043 KOD 
TEST SYSTEM DATE 23-JUL-04 
SPONSOR PathDatamsystem V6.2a2 

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS (AOFT) 
DOSE GROUP 01, 0 MG/KG 

ANIMAL NUMBER 

1 2 3 4 s 6 7 e 9 10 
MKO MKO MKO MKO MKO MR1 MR1 MRl MR1 MRl 

THYMUS 
- Adherent lymph.tiss. 
- Cyst/Cysts 

HEART 
- Mononuclear foci 

TRACHEA 
- Submuc. mononucl 
- Glandular dilation 

+ 

P. 

+ 
P. 

+ 
l. 

+ 
l. 

+ 
l. 

+ 
P. 

+ 
2. 

+ 
2. 
l . 

+ 
P. 

+ 
l. 

+G 
P. 

P. 

+ 
l. 

+ 
1. 
1. 

. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .. . . . . . . . . . . . . . - ....................... . 
LIVER + + + + + + + + + + 
- Mononuclear foci l. 1. 1. 1. 1. 2. 1. 
- Hematopoietic foci 1. 1. 
- Fatty change 1. l. 1. 2. 1. 
- Bile duct hyperplas. l. 1. l. l. 
.............................................................. It ........... " ••• 

SPLEEN 
- Hematopoiesis 

+ 
1. 

+ 
1. 

+ 
l. 

+ 
l . 

,- + 
1. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .. . . . . . . . . . . . . . . . . . . . . .. . .. . . .. . 

MESENT. LYMPH NODE 
- Lymphoid hyperplasia 

+ 
3. 

+ + 
3. 3. 

+ 
3. 

+ 
3 . 

+ 
3. 

+ 
3. 

+ 
3. 

+ 
3. 

+ 
3. 

. . . . . . . .. . .. .. . . . . .. . .. . . . . . . . . . .. . ... .. . . . . . . . . .. ... . . . . .. . . . . . .. . . . . . . . . . . . . . . . . . . . . . 
KIDNEYS + + + + + + + + + + 
- Hyaline droplets 2. 2. l. l. l. 1. 1. 
- Mononuclear foci ~. l. 1. 
- Tubular mineraliz. ( l. 
- Tubular basophilia 1. l. 1. 1. 1. ( 1. 1. l. 1. 
............. " ............................................................ - . 
URINARY BLADDER 
. . . . " ... . . . . . . . . . . . . . . . . . . . .. . . .. . . .. .. . . .. . . ................................... 
STOMACH + + + + + + + 
- Hyalin inclusions l. l. 1. l. 1. 
- Vacuolation lim.r. l. 2. 2. 
. Epithelial hyperpl. 1 . 
- Hyperker. lim. r. 1. 
- Incr. submuc. infl. l. 1. l. 1. 2. 
• • • • • •· • • • • • • • • • " • • " " • • " • " • " " • • • • • • • • " e • " • • e • e • I> • ' • " • "' I • " • " • "' • • • " • " " • • " • "' • 

DUODENUM 
• , • "' 9 "' 1o •• ,. + "' • • " • "' + • • • • " • • • e e • • I • • • • • • • • • • • • e • • "' • • • • • • .. • • • • • to • "' "' • • • "' • • • • "' • 
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TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS (AOFT) 
DOSE GROU? 01, 0 MG/KG 

ANIMAL NUMBER 

PAGE 
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42 
851277 

PATHOL. NO.: 20043 KOD 
DATE 23-.nJL-04 
PathData®system V6.2a2 

l 2 3 4 5 6 7 8 9 10 
MKO MKO MKO MKO MKO MRl MR1 MR1 MR1 MR1 

CECUM 

COLON 

RECTUM 

BONE MARROW 

SPINAL CORD, CERVIC. 

SPINAL CORD, THORAC. 

SPINAL CORD, LUMBAR 

JEJUNUM 

PEYER'S PATCHES 
- Mineralization 

+ 
p, 

0 

............................................ o ................................... . 

ILEUM 
...................... ' ............................. - ........................ .. PEYER'S P. {ILEUM) 
..... It ....................................................................... . 

LUNG + + + + + + + + - Vascular mineral. 1. l. 1. 1. 1. 
- Alveolar macrophages 1. 1. l. l. 1. - Mononuclear foci 1. 1. l. - Alveoli!:is 1. 
............................................................................... 

EPIDIDYMIDES 
- Mononuclear foci 

+ 
. ( 1. ............................................................................. - . 

TESTES 
- Tub. vacuolization 
- Tubular degeneration 

MANDIB.LYMPH NODES 
- Plasmacytosis 

+ 
2 0 

+ 
2. 

+ 
. ( l. 
. ( l. 

+ 
l. 

T 

1. 
+ 
1. 

+ 
1. 

••••••••••• - ••••••••••••••••••••••••• Ill ••••••••••••••••••••••••••••••••••• 
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43 
8512?7 

PATHOL. NO.: 20043 KOD 
DATE 23 -JUL-04 
PathData®system V6.2a2 

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS (AOFT) 
DOSE GROUP 01, 0 MG/KG 

ANIMAL NUMBER 

THYROID GLAND 
- Thymic remnants 
- Cyst/Cysts 
- Activation 

PARATHYROID GLANDS 

ADRENAL CORTICES 
-vacuolation. z. f. 
- Fibrosis 

ADRENAL MEDULLAS 

SEMINAL VESICLES 

PROSTATE GLAND 
- Mononuclear foci 
- Ectopic mammary gl. 

SCIATIC NERVE, LEFT 
- Single fiber deg. 

CEREBRUM 

CEREBELLUM 

·BRAIN STEM 

MEDULLA OBLONGATA 

l 2 3 4 5 6 7 8 9 10 
MKO MKO MKO MKO MKO MRl MR~ MR1 MR1 MRl 

+ 
P. 

( - ( - 0 

+ 
1. 

+ 
l. 

+ ... 
1. ( l. 
1. 

0 

+ 
1. 

+ 

( P. 

0 

r• 
i 

+ + + 
P. P. 

P. 

0 ( -

... + 
. ( 1. 

. ( 1. 

+ 
1. 

+ 

P. 

+ + { + 
( P. 

P. p, 

{ - ( - ( -

+ 
. { 1. 

+ 
1. 
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PAGE 
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44 
951277 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathDeta®system V6.2a2 

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS (AOFT) 
DOSE GROUP 01, 0 MG/KG 

ANIMAL NUMBER 

THYMUS 
- Adherene lymph.tiss. 
- Cyst/Cysts 

HEART 
- Mononuclear foci 

TRACHEA 
- Submuc. mononucl 

31 32 33 
FKO FKO FKO 

+G 
P. 
p, 

+ 

P. 

+ 
1. 

+ 
l. 

34 
FKO 

35 36 
FKO FRl 

+ 
1. 

37 
FRl 

39 
FRl 

+ - ..p 

P. 
P. P. 

+ 
l. 

+ 
l. 

+ 
l . 

39 
FR1 

..p 

P. 

40 
FRl 

+ 
l. 

• • • • • • • • • • • • .. • • • • • • • • • • • .. • • • • • • • • • .. • • • • • • • • • • • • • + ......................... 

LIVER 
- Mononuclear foci 
- Fatty c~ange 
- Bile duct hyperplas. 

SPLEEN 
- Hematopoiesis 
- Hemosiderin 

MESENT. LYMPH NODE 
- Lymphoid hyperplasia 

KIDNEYS 
- Mononuclear foci 
- Tubular mineraliz. 
- Tubular basophilia 
- Cortical fibrosis 

+G 
2. 

+ 
3. 

+ 

l. 
l. 
1. 

+ 
1. 

+ 
l. 

+ 
3. 

+ 

l. 

+ 
l. 

1. 

+ 
l. 

+ 
3. 

+ 

l. 

( 

+ 
l.. 

l.. 

+ 
l.. 

+ 
3. 

+ 
1. 

l.. 

( 

+ 
].. 

1. 

+ 
l. 

+ 
3. 

+ 

l. 

+ 
l. 

1. 

+ 
3. 

+ 

1. 

+ + 
l. 

l. l. 
1. 

+ + 
3. 3. 

+ 
( 1. 

( 

+ 
1. 

+ 

l. 

+ 
3. 

+ 

1. 

+ 
l. 

+ 
3. 

.................................................................. ' ............. .. 
URINARY BLADDER 
........................................................................ " ..... 
STOMACH + + + ... + + + 
- Hyalin inclusions ~- 1. 1. 1. 1. l. 
- Vacuolation lim.r. 1. ~. 

- Incr. submuc. infl. 1. 1. 
- Mononuclear foci 1. 
... ' ......................................................................... . 

DUODENUM 
................. - - ......................................................... . 
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DOSE GROUP 01, 0 MG/KG 

ANIMAL NUMBER 

PAGE 
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PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathDataesystem V6.2a2 

31 32 33 34 35 36 37 38 39 40 
FKO FKO FKO FKO FKO FR~ FR~ FR~ FR~ FRl 

CECUM 
- Inflammatory infilt. 

+ 
l . 

. . . . . . . .. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .. . . . . ' ........................... . 
COLON 

RECTUM 
........................................................ -................... . 
UTERUS 
- Cornual dilation 
. . . . . . . . . . . . . . . . . . . . . . . . 
VAGINA T + + 
- Proestrus 
- Estrus 
- Diestrus P. P. l?. 

. . . . . . . 
+ + + 
P. 

P. P. 

+ 
P. 

+G 
P . 

. . . . . . . . . . 
+ + 

P. P. 

.. . . •.• . . 
+ + 

P. 
P. 

.............. ' ............................................................. . 
BONE MARROW 
........................................................................... 
SPINAL CORD, CERVIC . 
. . . . . . . . . ' ................................ ' ........................ ., ........ .. 
SPINAL CORD, THORAC . . .. . . . . . . . . . . . . . . . . . .. . . . . . . . . . . .. . . . . . . . " .................................. . 
SPINAL CORD, LUMBAR _ .. 
..................... ~ ................................................... . 
JEJUNUM 
............................................................................ 
PEYER'S PATCHES 
- Mineralization 

+ 
l?. 

... - ...................................................................... . 
ILEUM 
........................................................................... 
PEYER'S P. (ILEUM) 0 
............................................................................ 
LUNG + + + + + + + + 
- Alveolar hemorrhage P. 
- Acute emphysma l.. 

- Vascular mineral. l.. 1. ~. 

- Alveolar macrophages 1. 1. 

- Mononuclear foci 1. 

- Osseous metaplasia P. 
••••••••••••••••••••••••••••• t ...................................................... . 
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PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®System V6.2a2 

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS (AOFT} 
DOSE GROUP 01, 0 MG/KG 

ANIMAL NUMBER 

OVARIES 
- Sertoly cell hyperpl 

31 32 33 34 35 36 37 38 39 40 
FKO FKO FKO FKO FKO FRl FR1 FRl FRl FRl 

l . 
. . . . . . . . . . . . . . . . . . . .. . . . . . . . . . . . . . . . . . . .. . . . . . . . . . . . . . . . . . . . . . .. . . . . . . . . . . . . 
MANDIB.LYMPH NODES 
- Plasmacytosis 

THYROID GLAND 
- Thymic remnants 

PARATHYROID GLANDS 
- Fibrosis 

ADRENAL CORTICES 
- Vacuolation. z. f. 
- z. fasc. hypertrophy 

ADRENAL MEDULLAS 

SCIATIC NERVE, LEFT . 

CEREBRUM 

CEREBELLUM 

BRAIN STEM 

MEDULLA OBLONGATA 

~~~ --~ -=~- -~-

+ 
l. 

+ 
~. 

( - ( + ( -
~ ( 3 • 

0 ( - 0 

+ + 

1. 1. 

+ 
1. 

+ 
1. 

+ 
. ( P. 

+ 

1. 

( -

+ + 
. { 1. 

1.. 

{ -
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28-DAY, ORAL (G VAGE) 

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS (AOFT) 
DOSE GROUP 02, 5 MG/KG 

ANIMAL NUMBER 

THYMUS 
- Adherene lymph.tiss. 

SPLEEN 
- Hematopoiesis 

MESEN'l' . LYMPH NODE 
- Lymphoid hyperplasia 

11 12 13 
MKO MKO MKO 

+ 
1. 

+ 
3. 

+ 
1. 

+ 
1. 

+ 
2. 

14 
Ml<O 

~5 

MKO 

+G 
P. 

+ 
1. 

+ 
2. 
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DATE 23-JUL-04 
PatbData®system V6.2a2 

41 
FKO 

+ 
1. 

+ 
2. 

42 
FKO 

+ 
2. 

43 
FKO 

+ 
2. 

44 
FKO 

+ 
1. 

+ 
2. 

45 
FKO 
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PAGE 
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TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS (AOFT) 
DOSE GROUP 03, SO MG/KG 

ANIMAL NUMBER 

THYMUS 

SPLEEN 
- Hematopoiesis 

- Hemosiderin 

- Atrophy PALS 
- Atrophy mantle zone 

MESENT. LYMPH NODE 
- Lymphoid hyperplasia 
- Lymphoid atrophy 
- Sinus dilation, foe. 

UTERUS 
- Cornual dilation 

16 17 18 19 20 46 47 48 49 50 
MKO MKO MKO MKO MKO FKO FKO FKO FKO FKO 

+ 
1. 
1. 

+ 
2. 

+ 
3. 

+ 
3. 

+ 
2. 

+ 
3. 

+ 
1. 

. I 

+ 
1. 

+ 
2. 

+G 
P. 

+ 
1. 

+ 
2. 

+ 
1. 

+ 
2. 
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1. 
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28-DAY, ORAL (.} 

SPONSOR 

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS (AOFT) 
DOSE GROUP 04, 150 MG/KG 

ANIMAL NUMBER 

THYMUS 

- Congestion 
- Adherent lymph.tiss. 
- Cyst/Cysts 

HEART 
- Mononuclear foci 
- Mineralization 

TRACHEA 

- Submuc. mononucl 
- Glandular dilation 
- Adher. lymph. tissue 

LIVER 
- Mononuclear foci 
- Fatty change 
- Bile duct hyperplas. 

21 
MKO 

+ 
l. 

+ 
1. 

+ 
1. 

1. 

22 
MKO 

+ 
l. 
P. 

+ 
1. 

+ 
1. 

l. 

23 
MKO 

+ 

P. 

+ 
1. 

+ 
1. 
1. 

+ 
1. 
1. 
1. 

24 
MKO 

+ 

P. 

+ 
1. 

+ 
2. 
2. 
1. 

25 
MKO 

+ 
1. 
1. 

PAGE 49 
RCC 851277 

PATHOL. NO.: 20043 I<OD 
DATE 23-JUL~04 

Pa thDa t:a fi)Sys tem V6. 2a2 

26 
MRl 

+ 

P. 

+ 
1. 

+ 
1. 

1. 

27 
MR1 

+ 

P. 

+ 

1. 

+ 
1. 

1. 

28 
MRl 

+ 

P. 

+ 
1. 

+ 
1. 

1. 

29 
MRl 

+G 
P. 
p, 

+ 
1. 

+ 
1. 
1. 

30 
MRl 

+ 

P. 

+ 
1. 

+ 
l. 

+ 
1. 

••••••••• ' ...................................................... 0 •• lit • ' ........ 

SPLEEN 
- Hematopoiesis 
- Hemosiderin 

MESENT. LYMPH NODE 
- Lymphoid hyperplasia 
- Lymphoid atrophy 

+ 
1. 

+ 
3. 

+ 
3. 

+ 
1. 

+ 
l. 

+ + 

1. 1 . 

+ + 
2. 2. 

1. 

+ . + 
3. 3. 

+ 
3. 

+ 
1. 

+ 
3. 

+ 
1. 

3. 

. . . . ' ................ - ...................................................... 
KIDNEYS + + 
- Hyaline droplets 2. 1. 
- Mononuclear foci 1. 1. 
- Tubular mineraliz. 1. 
- Tubular basophilia l. 1. 
- Tubular cast 
- cortical fibrosis 
- Pelvic cast 

URINARY BLADDER 
- Proteinaceous mat. 

+ + + + 
2. 1. l. 

( l.. 
( l. l. 

l. l. { l. 

P. 

( 

+ 
2. 
1. 

1. 
1. 

+ 
1. 

+ + + 
1. 

l. l. 1. 

1. 
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PAGE 
RCC 

so 
851277 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathDaca®system V6.2a2 

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS (AOF'I') 
DOSE-GROUP 04, 150 MG/KG 

ANIMAL NUMBER 
21 22 

MKO MKO 

STOMACH + + 
- Hyalin inclusions 1. 1. 
- Vacuolation lim.r. 1. 
- Epithelial hyperpl. 
- Hyperker. lim. r. 1. 
- !ncr. submuc. infl. 1. 1. 
- Mononuclear foci 

DUODENUM 
- Submucosal fibrosis 

CECUM 

COLON 

RECTUM 

BONE MARROW 
- Fatty replacement 
- Focal fibrosis 

SPINAL CORD, CERVIC . 

23 
MKO 

+ 

1. 
1. 
1. 
1. 

24 25 26 
MKO MKO MRl 

+ 
1. 

J.. 

+ 
J.. 

+ 
l. 

+ 
1. 

+ 

l. 

+ 

P. 

27 28 
MRl MRJ. 

+ + 
1. 

l. 1. 

29 
MlU 

30 
MRl 

+ 
1. 

. . . . . . . . . . . . . . . . .. . . . . . . . . . . . . . . . . . . . . . . . . . • ................................... ... 
SPINAL CORD, THORAC . 
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SPINAL CORD, LUMBAR 

JEJtJNUM 

PEYER'S PATCHES 
- Mineralization 
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P . 

:.. 
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l?. 
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PathDaea®syscem V6.2a2 
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MKO MKO MKO MKO MKO MRl MRl MRl MRl MRl 

LUNG 
- Vascular mineral. 
- Alveolar macrophages 
- Mononuclear foci 

EPIDIDYMIDES + 
- Mononuclear foci ( 2. 

TESTES + 
- Mononuclear foci l. 
- Tub. vacuolization 2. 
- Tubular degeneration 

+ + 
l. l. 
l. 
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. ( l. 
• ( 1. • 

+ + + + 
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l. 

+ 
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...................................................................................... PROSTATE GLAND 
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,m:.-.T •.• 2

1
a
1
-o
1

'A
1
Y
1
,.o

1
RAL •• (GA.~;E) 

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS (AOFT) 
DOSE GROUP 04, ~50 MG/KG 

ANIMAL NUMBER 

PAGE 
RCC 

53 
851277 

PATROL. NO.: 20043 KOD 
DATE 23-JUL-04 
Paehnata®system V6.2a2 

51 52 
FKO+ FKO 

53 54 55 56 57 
FKO FKO FKO FR1 FR1 

58 59 60 
FR1 FRl FRl 

THYMUS 
- Adherent lymph.tiss. 
- Cyst/Cysts 

HEART 
- Mononuclear foci 

+ 

P. 

+ 
P. 

+ 
1. 

+ + 

P. P. 

+ 
P. 

+ 
1 • 

+ 
P. 
P. 

+ 
P. 

• • ~ ••••• If .................................................................. . 

TRACHEA 
- Submuc. mononucl 
- Adher. lymph. tissue 

LIVER 
- Congestion 
- Mononuclear foci 
- Fatty change 
- Bile duct hyperplas. 

SPLEEN 
- Hematopoiesis 

Hemosiderin 
- Atrophy PALS 
- Atrophy mantle zone 
- Atrophy red pulp 

+ 
1. 
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P. 
1. 
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~-
l. . 
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l. 
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1. 
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1. l. 
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l. 
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l. 
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l. 
l. 
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1. 

+ 

l. 

+ 

l. 

l. 
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• • • • • • • • • • • • • • • • • • • • • • • • • • • • • • • • • • • • • • • • • • II- •••••• - .......................... . 

MESENT. LYMPH NODE 
- Lymphoid hyperplasia 

KIDNEYS -to + + 

- Hyaline droplets 
- Mononuclear foci ( 1. 

- Tubular mineraliz. 1. 1. 
- Tubular basophilia 1. ( 1. l.. 

- Cortical fibrosis { 1. 

URINARY BLADDER 

+ + 
3. 3. 

+ 

( 

l. 
1. 

+ 
3. 

+ 

l. 

1. 

+ 
3. 

+ 

1. 
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l. 
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3. 
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54 
851277 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®system V6.2a2 

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS (AOFT) 
DOSE GROUP 04, 150 MG/KG 

ANIMAL NUMBER 

STOMACH 
- Hyalin inclusions 
- Incr. submuc. infl. 
- Mononuclear foci 

Mucosal cyst 

DUODENUM 
- Mucosal cyst 

CECUM 

COLON 

RECTUM 

UTERUS 
- Mononuclear focus 

51 52 
FKO+ FKO 
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1. 

53 
FKO 
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l. 

54 
FKO 
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1 . 
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P. 
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PAGE 

RCC 
55 

85~277 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®system V6.2a2 

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS (AOFT) 
DOSE GROUP 04, 150 MG/KG 

ANIMAL NUMBER 

PEYER'S P. (ILEUM) 

LUNG 
- Congestion 
- Hemorrhage 
- Vascular mineral. 
- Alveolar macrophages 

OVARIES 

MANDIB.LYMPH NODES 
- Plasmacytosis 

THYROID GLAND 
- Thymic remnants 
- Cyst/Cysts 
- Activation 

PARATHYROID GLANDS 

ADRENAL CORTICES 
- Vacuolation. z. f. 
- z. fasc. hypertrophy 

ADRENAL MEDULLAS 

SCIATIC NERVE, LEFT 
- Single fiber deg. 

CEREBRUM 
- Mononucl. focus 
- Cyst 

CEREBELLUM 

BRAIN STEM 

51 52 53 54 55 56 57 sa 59 60 
FKO+ FKO FKO FKO FKO FRl FR~ FRl FR1 FRl 

+G 

P. 
l. 
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+ 
2. 
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1. 

+ 

P. 

+ 
1. 

+ 
P. 

+ 
l. 

0 ( - ( -

+ 
l.. 

...................... " ............................................ " .......... . 
MEDULLA OBLONGATA 
............ Ill Ill ................................................... ' .............. . 
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ANIMAL SEX 
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: 01, O.MG/KG 

DEFINED AND FINAL TEST 
STATE OF NECROPSY DAYS 

PAGE 
RCC 

56 
851277 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®system V6.2a2 

FIRST AND LAST 
DAY UNDER TEST 

DATE OF 
NECROPSY ......................................................... ' ........................ 

1 M KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
2 M KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
3 M KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
4 M KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
5 M KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
6 M Rl Rl 28 24-DEC-03 20-JAN-04 04-FEB-04 
7 M Rl Rl 28 24-DEC-03 20-JAN-04 04-FEB-04 
8 M Rl Rl 28 24-DEC-03 20-JAN-04 04-FEB-04 
9 M Rl Rl 2S 24-DEC-03 20-JAN-04 04-FEB-04 

10 M Rl Rl 28 24-DEC-03 20-JAN-04 04-FEB-04 ......................................................... ,._ ................... 
31 F KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
32 F KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
33 F KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
34 F KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
35 F KO KO 28 24-DEC-03 20-JAN-04 2~-Jl\N-04 
36 F R1 Rl 28 24-DEC-03 20-JAN-04 04-FEB-04 
3? F R1 Rl 28 24-DBC-03 20-JAN-04 04-FEB-04 
38 F Rl R1 28 24-DBC-03 20-JAN-04 04-FEB-04 
39 F Rl Rl 28 24-DEC-03 20-JAN-04 04-FEB-04 
40 F Rl R1 28 24-DEC-03 20-JAN-04 04-FEB-04 ........................................................................... 
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PAGE 
RCC 

57 
85~277 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

PATROL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®system V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 01, 0 MG/ KG 

* STATE AT NECROPSY: KO 
DAYS ON TEST 

* NECROPSY FINDINGS 

28 

NO NECROPSY OBSERVATIONS NOTED. 

• MICROSCOPIC FINDDNGS 

THYMUS: 
-Cyst/Cysts 

LIVER: 
-Mononuclear cell focus/foci, grade 1 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Hyaline droplets, bilateral, grade 2 
-Tubular basophilia, bilateral, grade 1 

PEYER'S PATCHES: 
-Mineralization 

LUNG: 

* ANIMAL NO. : 

-Mononuclear cell focus/foci, subpleural, grade 1 
MANDIBULAR LYMPH NODES: 

-PlasmacytQsis, bilateral, grade 2 
PARATHYROID GLANDS: 

Only one of paired organs examined/present 
ADRENAL CORTICES: 

-Vacuolation zona fasciculata, bilateral, grade 1 
SCIATIC NERVE {LEFT) : 

-Single fiber degeneration, grade 1 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

MALE 

1 
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PAGE 
RCC 

58 
851277 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®system V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 0~, 0 MG/KG 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED~ 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Adherent lymphatic tissue 

HEART: 

* ANIMAL NO. : 

-Mononuclear cell focus/foci, interventricular septum, grade 1 
TRACHEA: 

-Submucosal mononuclear cell infiltrate, grade l 
LIVER: 

-Mononuclear cell focus/foci, grade 1 
-Hematopoietic cell focus/foci, erythrop. and mgakaryop., 
grade l 

-Fatty change, periportal, grade 1 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Hyaline droplets, bilateral, grade 2 
-Tubular basophilia, unilateral, grade 1 

STOMACH: 
-Hyalin inclusions, grade 1 

-Vacuolation limiting ridge, grade 1 
-Hyperkeratosis limiting ridge, grade 1 

LUNG: 
-vascular mineralization, grade 1 
-Alveolar macrophages. grade 1 
-Alveolitis, grade 1 

MANDIBUUAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade 2 

MALE 

2 
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PAGE 
RCC 

59 
851277 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathDatat!>system V6. 2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP · : 01, 0 MG/KG 

CONT./FF. ANIMAL NO. : 

THYROID GLAND (BOTH LOBES) ; 
-Thymic remnant, unilateral 

PARATHYROID GLANDS: 
Only one of paired organs examined/present 

ADRENAL CORTICES: 
-Vacuolation zona fasciculata, bilateral, grade 1 
-Fibrosis, focal, unilateral, grade l 

ADRENAL MEDULLAS : 
Tissue not present for histologic examination 

SCIATIC NERVE {LEFT) : 
-Single fiber degeneration, grade 1 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 * ANIMAL NO. : 

MALE 

2 

3 

............................. " ••••••• * •• -....................................... . 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

TRACHEA: 
-Submucosal mononuclear cell infiltrate, grade l 

LIVER: 
-Mononuclear cell focus/foci, grade 1 
-Fatty change, perioportal, grade 1 
-Bile duct hyperplasia, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

ATfACHMGNT PAOE &$I 
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PAGE 
RCC 

60 
851277 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

PATHOL. NO.: 2004) KOO 
DATE 23-JUL-04 
PathData®System V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 01, 0 MG/KG 

CONT./FF. ANIMAL NO. : 

KIDNEYS: 
-Hyaline droplets, bilateral, grade 1 
-Tubular basophilia, unilateral, grade 1 

STOMACH: 
-Hyalin inclusions, grade 1 
-Increased submucosal inflammatory infiltrate, grade 1 

MANDIBULAR LYMPH NODBS: 
-Plasmacytosis, bilateral, grade 1 

PARATHYROID GLANDS: 
Tissue not present for histologic examination 

ADRENAL CORTICES: 
-Vacuolation zona fasciculata, unilateral, grade 1 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 . * ANIMAL NO. : 

MALE 

3 

4 
................................................................................ 

* NECROPSY FINDINGS 

NO NECROPSY OBS£RVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Adherent lymphatic tissue 

HEART: 
-Mononuclear cell focus/foci, right ventricular myocardium, 
grade 2 

TRACHEA: 
-Submucosal mononuclear cell infiltrate, grade 2 
-Glandular dilation, grade 1 

ATTACHM:SNT PA$1! 8&1 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

28-DAY, ORAL 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 01, 0 MG/KG 

PAGE 
RCC 

6]. 

851277 

PATHOL. NO.: 20043 KOD 
DATB 23-JUL-04 
PaehData~System V6.2a2 

MALE 

CONT . /FF. ANIMAL NO. : 4 

LIVER: 
-Mononuclear cell focus/foci~ grade 1 
-Fatty change, periportal, grade 1 

SPLEEN: 
-Hematopoiesis, extramedullary, grade l 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Mononuclear cell focus/foci, bilateral, grade 1 
-Tubular basophilia, bilateral, grade 1 

LUNG: 
-Alveolar macrophages, grade 1 

TESTES: 
-Tubular vqcuolization, unilateral, grade 1 
-Tubular degeneration, unilateral, grade l 

THYROID GLAND (BOTH LOBES} : 
-cyst/Cysts, unilateral 

PARATHYROID GLANDS : 
Tissue not present for histologic examination 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 * ANIMAL NO. : 5 

....................... "' ..... -- ......................... " " .... " ........... . 
* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 
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PAGE 
RCC 

62 
851277 

TBST ARTICLE 
TEST SYSTEM 
SPONSOR. 

T, 28-DAY, ORAL 
PATROL. NO.: 20043 KOD 
DATE 2 3 -JOL- 04 
PathData®System VG.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 01, 0 MG/KG 

CONT. /FF. ANIMAL NO. : 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Adherent lymphatic tissue 

LIVER: 
-Mononuclear cell focus/foci, grade 1 
-Hematopoietic cell focus/foci, erythropoiesis, grade 1 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Mononuclear cell focus/foci, unilateral, grade 1 

STOMACH: 
-Hyalin inclusions, grade 1 
-Increased submucosal inflammatory infiltrate, grade l 

LONG: 
-Vascular mineralization, grade l 

EPIDIDYMIDES: 
-Mononuclear focus/foci, unilateral, grade l 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade 1 

THYROID GLAND (BOTH LOBES) : 
-Thymic remnant, unilateral 

PARATHYROID GLANDS: 
Tissue not present for histologic examination 

SCIATIC NERVE (LEFT) : 
-Single fiber degeneration, grade l 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

ATTACHMENT PAGe 893 
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TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 01, 0 MG/KG 

* STATE AT NECROPSY: Rl 

PAGE 
RCC 

63 
851277 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®System V6.2a2 

MALE 

DAYS ON TEST 28 * ANIMAL NO. : 6 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

TRACHEA: 
-Submucosal mononuclear cell infiltrate, grade 1 

LIVER: 
-Mononuclear cell focus/foci, grade 2 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Hyaline droplets, unilateral, grade 1 
-Tubular basophilia, unilateral, grade 1 

STOMACH: 
-Hyalin inclusions, grade 1 
-Vacuolation limiting ridge, grade 2 

SPINAL CORD (LUMBAR SEGMENT} : 
Tissue not present for histologic examination 

THYROID GLAND (BOTH LOBES) : 
-Activation, bilateral 

PARATHYROID GLANDS: 
Only one of paired organs examined/present 

ADRENAL CORTICES: 
-Fibrosis, unilateral, grade 1 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 01, 0 MG/KG 

* STATE AT NECROPSY: Rl 
DAYS ON TEST 

* NECROPSY FINDINGS 

THYMUS: 

28 

01: FOCUS/FOCI, SEVERAL, D=~ MM, DARK RED. 
NO OTHER NECROPSY OBSERVATIONS NOTED 

* MICROSCOPIC FINDINGS 

THYMUS: 

PAGE 
RCC 

64 
85~277 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PatbData®system V6.2a2 

MALE 

* ANIMAL NO. : 7 

No microscopic finding corresponding to necropsy observation no. 0~

-Ad.herent lymphatic tissue 
LIVER: 

-Bile duct hyperplasia, grade 1 
MESENTERIC LYMPH NODE: 

-Lymphoid hyperplasia, grade 3 
KIDNEYS: 

-Hyaline droplets, unilateral, grade 1 
-Tubular mineralization, unilateral, grade 1 
-Tubular basophilia, unilateral, grade 1 

STOMACH: 
-Hyalin inclusions, grade 1 
-Increased submucosal inflammatory infiltrate, grade 1 

LUNG: 
-Vascular mineralization, grade l 
-Mononuclear cell focus/foci, subpleural, grade 1 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade 1 

THYROID GLAND (BOTH LOBES): 
-Thymic remnant, unilateral 

ADRENAL CORTICES: 
-Vacuolation zona fasciculata, unilateral, grade 1 

PROSTATE GLAND: 
-Ectopic mammary gland 

ATTACHMhT PA$E 89.5 
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SPONSOR 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 01, 0 MG/KG 

PAGE 
RCC 

65 
851277 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData•syste.m V6.2a2 

MALE 

CONT./FF. ANIMAL NO. : 7 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: Rl 
DAYS ON TEST 

* NECROPSY FINDINGS 

28 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

LIVER: 
-Fatty change, zone 1+2, grade 2 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Hyaline droplets, bilateral, grade l 
-Tubular basophilia, unilateral, grade 1 

STOMACH: 

* ANIMAL NO. : 

-Increased submucosal inflammatory infiltrate, grade l 
LUNG: 

-Vascular mineralization, grade 1 
-Alveolar macrophages, grade 1 
-Mononuclear cell focus/foci, supleural, grade l 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral. grade 1 

THYROID GLAND (BOTH LOBES) : 
-Activation, bilateral 

PARATHYROID GLANDS : 
Only one of paired organs examined/presenc 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®System V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 01, 0 MG/KG 

CONT./FF. ANIMAL NO. : 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: Rl 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Cyst/Cysts 

HEART: 

* ANIMAL NO. : 

-Mononuclear cell focus/foci, apex, right ventr. myocardium, 
grade 1 

LIVER: 
-Mononuclear cell focus/foci, grade 1 
-Bile duct hyperplasia, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Hyaline droplets, bilateral, grade l 
-Tubular basophilia, bilateral, grade 1 

LUNG: 
-Vascular mineralization, grade l 
-Alveolar macrophages, grade 1 

THYROID GLAND (BOTH LOBES) : 
-Activation, bilateral 

PARATHYROID GLANDS : 
Only one of paired organs examined/present 

MALE 

8 

9 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PatbData®System V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : Ol, 0 MG/KG 

CONT. /FF. ANIMAL NO. : 

ADRENAL CORTICES: 
-Vacuolation zona fasciculata, focal, unilateral, grade l 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: Rl 
DAYS ON TEST 28 * ANIMAL NO. : 

MALE 

9 

lO ............................................................................. 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

w MICROSCOPIC FINDINGS 

TRACHEA: 
-Submucosal mononuclear cell infiltrate, grade 1 
-Glandular dilation, grade 1 

LIVER: 
-Fatty change, grade l 
-Bile duct hyperplasia, grade l 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Mononuclear cell focus/foci, suburothelial, bilateral, grade 1 
-Tubular basophilia, bilateral, grade l 

STOMACH: 
-Vacuolation limiting ridge, grade 2 
-Epithelial hyperplasia, limiting ridge, grade l 
-Increased submucosal inflammatory infiltrate, grade 2 

450 



Sanitized Version 

PATHOLOGY REPORT 
INDIVIDUAL ANIMAL DATA 

TEST ARTICLE 
TEST SYSTEM I 28-DAY I ORAL (,.. ............... .,. 

SPONSOR 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 01, 0 ·MG/KG 
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PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData~System V5.2a2 

MALE 

CONT./FF. ANIMAL NO. : 10 

LUNG: 
-Alveolar macrophages, grade 1 

THYROID GLAND (BOTH LOBES) : 
Only one of paired organs examined/present 

-Thymic remnant, unilateral 
PARATHYROID GLANDS: 

Only one of paired organs examined/present 
PROSTATE GLAND: 

-Mononuclear cell focus/foci, grade 1 
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

TEXT OF GROSS AND MICROSCOPIC FIND!NGS 
DOSE GROUP : 01, 0 MG/KG 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

THYMUS: 
01: FOCUS/FOCI, D=2 MM, DARK RED. 

LIVER: 

PAGE 
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69 
851277 

PATHOL. NO. : 20043 KOD 
DATE 2 3 -JUL- 04 
PathData®system V6.2a2 

FEMALE 

* .ANIMAL NO. : 31 

Ol: PAPILLARY PROCESS: NODULE{S), D=3 MM, TAN, FIRM. 
NO OTHER NECROPSY OBSERVATIONS NOTED 

* MICROSCOPIC FINDINGS 

THYMUS: 
No microscopic finding corresponding to necropsy observation no. 01. 

-Adherent lymphatic tissue, on slide of macroscop. finding 
-cyst/cysts 

LIVER: 
No microscopic finding corresponding to necropsy observation no. 01. 

-Mononuclear cell focus/foci, grade 2 
MESENTERIC LYMPH NODE: 

-Lymphoid hyperplasia, grade 3 
KIDNEYS: 

-Tubular mineralization, bilateral, grade l 
-Tubular basophilia, unilateral, grade·l 
-cortical fibrosis, unilateral, grade l 

STOMACH: 
-Hyalin inclusions, grade l 
-Increased submucosal inflammatory infiltrate, grade l 

VAGINA: 
-Diestrus 

LUNG: 
-Vascular mineralization, grade 1 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 
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PAGE 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

PATROL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®System V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 01, 0 MG/KG 

* STATE AT NECRO~SY: KO 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Cyst/Cysts 

TRACHEA: 

* ANIMAL NO . : 

-Submucosal mononuclear cell infiltrate, grade 1 
LIVER: 

-Mononuclear cell focus/foci, grade l 
SPLEEN: 

-Hematopoiesis, extramedullary, grade l 
MESENTERIC LYMPH NODE: 

-Lymphoid hyperplasia, grade 3 
KIDNEYS~ 

-Tubular basophilia, unilateral, grade l 

STOMACH: 
-Hyalin inclusions, grade l 
-Increased submucosal inflammatory infiltrate, grade l 

CECUM: 
-Inflammatory infiltrate, mucosal, mononuclear-plasmacell., 
grade l 

VAGINA: 
-Diestrus 

LUNG: 
-osseous metaplasia 

PARATHYROID GLANDS: 
Only one of paired organs examined/present 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

FEMALE 

32 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 01, 0 MG/KG 

PAGE 
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?1 
851277 

PATROL. NO.: 20043 KOD 
,DATE 23-JUL-04 
PathData®system V6.2a2 

FEMALE 

* STATE A~ NECROPSY: KO 
DAYS ON TEST 28 * ANIMAL NO. : 33 

• • '- .. t •• • • 4 •• " •• " • e e ••••••• • D • t ... t • • ....... <P ••••••••• e •••••••• C t ••••••• a •••• 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

TRACHEA: 
-Submucosal mononuclear cell infiltrate, grade 1 

LIVER: 
-Mononuclear cell focus/foci, grade 1 
-Bile duct hyperplasia, grade 1 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Tubular basophilia, unilateral, grade 1 

STOMACH: . 
-Hyalin inclusions, grade 1 

VAGINA: 
-Diestrus 

PEYER'S P. (ILEUM): 
Tissue not present for histologic examination 

LUNG: 
-Acute alveolar emphysma, grade l 

OVARIES: 
-Sertoly cell hyperplasia, bilateral, grade 1 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade l 

PARATHYROID GLANDS: 
Only one of paired organs examined/present 

-Fibrosis, unilateral. grade 3 
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

T, 28-DAY, ORAL (G 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : Ol, 0 MG/KG 

• STATE AT NECROPSY: KO 
DAYS ON TEST 

* NECROPSY FINDINGS 

28 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

LIVER: 
-Mononuclear cell focus/foci, grade l 
-Bile duct hyperplasia, grade l 

SPLEEN: 
-Hematopoiesis, extramedullary, grade l 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 

PAGE 
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PATHOL. NO.: 20043 KOD 
DATE 23 -JUL-04 
PathData®System V6 .2a2 

FEMALE 

* ANIMAL NO. : 34 

-Mononuclear cell focus/foci, unilateral, grade 1 
-TUbular basophilia, unilateral, grade l 

STOMACH: 
-Hyalin inclusions, ~rade l 

VAGINA: 
-Proestrus 

MANDIBULAR LYMPH NODES; 
-Plasmacytosis, bilateral, grade 1 

PARATHYROID GLANDS: 
Only one of paired organs examined/present 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 01, 0 MG/KG 

* STATE AT NECROPSY: KO 
DAYS ON TEST 29 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

LIVER: 
-Mononuclear cell focus/foci, grade 1 
-Bile duct hyperplasia, grade l 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Tubular mineralization, unilateral, grade l 

VAGINA: 
-Estrus 

PARATHYROID GLANDS: 
Tissue not present for histologic examination 
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PATHOL. NO.: 20043 KOD 
DATB 23-JUL-04 
PathData~System V6.2a2 

FEMALE 

* ANIMAL NO. : 35 

ALL OTHSR PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: Rl 
DAYS ON TEST 

' * NECROPSY FINDINGS 

28 

NO NECROPSY OBSERVATIONS NOTED. 

* ANIMAL NO. : 36 
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PAGE 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

~T, 28-DAY, ORAL (G'ItiE) 
PATHOL. NO.: 20043 KOD 
DATE 23 -JUL-04 
PathData0system V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 01, 0 MG/KG 

CONT./ FF. ANIMAL NO . ~ 

* MICROSCOPIC FINDINGS 

HEART: 
-Mononuclear cell focus/foci, left ventr. myocardium, grade ~ 

LIVER: 
-Mononuclear cell focus/foci, grade 1 
-Bile duct hyperplasia, grade ~ 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Cortical fibrosis, unilateral, grade ~ 

VAGINA: 
-Estrus 

LUNG: 
-Alveolar hemorrhage 

PARATHYROID GLANDS: 
Only one of paired organs examined/present 

ADRENAL CORTICES: 
-Hyper~rophy, zona fasciculata,· diffuse, bilateral, grade 1 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY; R~ 

DAYS ON TEST 

* NECROPSY FINDINGS 

28 

NO NECROPSY OBSERVATIONS NOTED. 

* ANIMAL NO. : 

FEMALE 

36 
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PAGE 
RCC 

75 

851277 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

PATHOL. NO. : 20043 KOD 
DATE 23-JU'L-04 
PathData®system V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 01, 0 MG/KG 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Cyst/Cysts 

TRACHEA: 

CONT./FF. ANIMAL NO. : 

-Submucosal mononuclear cell infiltrate, grade l 
LIVER: 

-Fatty change, zone 2, grade 1 
MESENTERIC LYMPH NODE: 

-Lymphoid hyperplasia, grade 3 
STOMACH: 

-vacuolation limiting ridge, grade 1 
-Mononuclear cell focus/foci, perivascular, grade 1 

UTERUS: 
-Cornual dilation 

VAGINA: 
-Estrus 

LUNG: 
-Vascular mineralization, grade 1 

PARATHYROID GLANDS; 
Tissue not present for histologic examination 

ADRENAL CORTICES: 
-Hypertrophy, zona fasciculata, bilateral, grade 1 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 
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PAGE 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

PATHOL. NO.: 20043 KOD 
DATB 23 -JUL-04 
PathData®system V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP .. : 01 I 0 MG/KG 

* STATE AT NECROPSY~ R1 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

UTERUS: 

tr ANIMAL NO. : 

01: BOTH HORNS: DILATION, D=5 MM, CONTAINS WATERY FLUID. 
NO OTHER NECROPSY OBSERVATIONS NOTED 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Adherent lymphatic tissue 
-Cyst/Cysts 

HEART: 
-Mononuciear cell focus/foci, left ventricular myocardium, 
grade 1 

TRACHEA: 
-Submucosal mononuclear cell infiltrate, grade 1 

LIVER: 
-Mononuclear cell focus/foci, grade 1 
~Fatty change, diffuse, grade 1 
-Bile duct hyperplasia, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Mononuclear cell focus/foci, unilateral, grade l 

UTERUS: 
-Cornual dilation 
This !inding corresponds to necropsy observation no: 01. 

VAGINA: 
-Estrus 

LUNG: 
-Alveolar macrophages, grade 1 
-Mononuclear cell focus/foci, grade l 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade 1 

A TfA-cMM!MT PAGE 907 
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TEST SYSTEM 
SPONSOR 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 01, 0 MG/KG 

PAGE 
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77 
851277 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®system V6.2a2 

FEMALE 

CONT./FF. ANIMAL NO. : 38 

ADRENAL CORTICES: 
-Hypertrophy, zona fasciculata, bilateral, grade 1 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: Rl 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

THYMUS: 
-cyst/Cysts 

LIVER: 
-Mononuclear cell focus/foci, grade 1 

SPLEEN: 
-Hemosiderin, grade l 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Tubular mineralization, unilateral, grade l 

STOMACH: 
-Hyalin inclusions, grade 1 

VAGINA: 
-Estrus 

SPINAL CORD (LUMBAR SEGMENT) : 
distally cut including cauda equina 

LUNG: 
-Vascular mineralization, grade 1 

* ANIMAL NO. : 
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PAGE 
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TEST ARTICLE . 
TEST SYSTEM ;,RAT, 28-DAY, ORAL (G-) 

SPONSOR ~~~111111111111 ..... 
PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®system VG.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 01, 0 MG/KG 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade l 

THYROID GLAND (BOTH LOBES) : 
-Thymic remnant, unilateral 

ADRENAL CORTICES: 

CONT./ FF. ANIMAL NO. : 

-Hypertrophy, zona fasciculata, bilateral, grade 1 
ADRENAL MEDULLAS: 

Only one of paired organs examined/present 
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: Rl 
DAYS ON TEST 

* NECROPSY FINDINGS 

28 

NO·NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

TRACHEA: 

* .ANIMAL NO. : 

-Submucosal mononuclear cell infiltrate, grade 1 
LIVER: 

-Mononuclear cell focus/foci, grade 1 
MESENTERIC LYMPH NODE: 

-Lymphoid hyperplasia, grade 3 
STOMACH: 
-Hyali~ inclusions, grade 1 
-Vacuolation limiting ridge, grade 1 

VAGINA; 
-Proes~rus 

FEMALE 
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&' TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

28-DAY, ORAL (GAV 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 01, 0 MG/KG 

PAGE 
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PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathDaca®system V6.2a2 

FEMALE 

CONT./FF. ANIMAL NO. 40 

PEYER'S PATCHES; 
-Mineralization 

LUNG: 
-Alveolar macrophages, grade 1 

PARATHYROID GLANDS: 
Only one of paired organs examined/present 

ADRENAL CORTICES; 
-Vacuolation zona fasciculata, unilateral, grade 1 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 
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TEST SYSTEM 
SPONSOR 

ANIMAL HEADING DATA 
DOSE GROUP 

ANIMAL SEX 
NUMBER M/F 

: 02, 5 MG/KG 

DEFINED AND FINAL TEST 
STATE OF NECROPSY DAYS 

PAGE 
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851277 

PATROL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®system V6.2a2 

FIRST AND LAST 
DAY UNDER TEST 

DATE OF 
NECROPSY 

............................................................................. 
11 M KO KO 28 .24-DEC-03 20-JAN-04 21-JAN-04 
12 M KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
13 M KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
14 M KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
15 M KO KO 28 24-DEC-03 20-JAN-04 21-J.AN-04 

.......... ~ .................. ' ............................................... 
41 F KO KO 28 24-PEC-03 20-JAN-04 21-JAN-04 
42 F KO KO 26 24-DEC-03 20-JAN-04 21-JAN-04 
43 F KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
44 F KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
45 F KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
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INDIVIDUAL ANJ:MAL DATA 

TEST ARTICLE • • 
TEST SYSTEM ~T, 28-DAY, ORAL (GA~B) 

SPONSOR ~- ~--~-
TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 02, 5 MG/KG 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

* STATE AT NECROPSY: KO 
DAYS ON TEST · 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

MESENTERIC LYMPH NODE: 

PAGE 
RCC 

Sanitized Version 

SJ. 
851277 

PATHOL. NO.: 20043 KOD 
DATE 2 3 -JUL- 04 
PathData®system V6.2a2 

MALE 

* ANIMAL NO. : 

* ANIMAL NO. : 12 

Organ examined, no pathologic findings noted 
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PATHOLOGY REPORT 
iNDIVIDUAL ANIMAL DATA 

TBST ARTICLE 
TEST SYSTBM 
SPONSOR 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 02, 5 MG/KG 

* STATE AT NECROPSY: KO 
DAYS ON TEST 

* NECROPSY FINDINGS 

28 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 2 

* STATE AT NECROPSY: KO 
DAYS ON TEST 

* NECROPSY FINDINGS 

THYMUS: 

28 

01: DISCOLORATION, DARK RED. 
NO OTHER NECROPSY OBSERVATIONS NOTED 

* MICROSCOPIC FINDINGS 

THYMUS: 

PAGE 
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/?ATHOL. NO.: 20043 KOO 
DATE 23-JUL-04 
PathData®systero V6.2a2 

* ANIMAL NO. : 13 

* ANIMAL NO. : 15 

No microscopic finding corresponding to necropsy observation no. 01. 
-Adherent lymphatic tissue 

SPLEEN: 
-Hematopoiesis, extramedullary, grade l 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 2 
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INDIVIDUAL ANIMAL DATA 

TEST ARTICLE 
TEST SYSTEM ri::fl:T, 28-DAY., ORAL 
SPONSOR ~ 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 02, 5 MG/KG 

* STATE AT NECROPSY: KO 
DAYS ON TEST 

* NECROPSY FINDINGS 

28 

. NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 2 

* STATE AT NECROPSY: KO 
DAYS ON TEST 

* NECROPSY FINDINGS 

28 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

SPLEEN: 
Organ examined, no pathologic findings noted 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 2 

Sanitized Version 
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PATHOL. NO.: 20043 KOD 

DATE 23-JUL-04 
PatbData$system V6.2a2 

FEMALE 

* ANIMAL NO. : 

* ANIMAL NO. : 42 

AiTACKM&NT PAGE 914 

466 



PATHOLOGY REPORT 
INDIVIDUAL ANIMAL DATA 

TEST ARTICLE 
TEST SYSTEM 

SPONSOR 

li . B 
~T, 28-DAY, ORAL (G~) 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 02, 5 MG/KG 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

SPLEEN: 
Organ examined, no pathologic findings noted 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 2 

* STATE AT NECROPSY: KO 
DAYS ON TEST 

* NECROPSY FINDINGS 

28 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 2 

Sanitized Version 
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PATHOL. NO. : 20043 KOD 

DATE 23 -JUL-04 
PatbData®system V6.2a2 

FEMALE 

* ANIMAL NO. : 43 

* ANIMAL NO. : 44 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 02, 5 MG/KG 

PAGE 
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85 
851277 
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DATE 23-JUL-04 
PathData~syscem VG.2a2 

FEMALE 

- ALL OTHER ANIMALS IN DOSE GROUP WITHOUT PATHOLOGICAL FINDINGS -
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Sanitized Version 

PATHOLOGY REPORT 
INDIVIDUAL ANIMAL DATA 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

c--: RAT, 28-DAY, ORAL a----ANIMAL HEADING DATA 
DOSE GROUP. : 03, 50 MG/KG 

ANIMAL SEX 
NUMBER M/F 

DEFINED AND FINAL TEST 
STATE OF NECROPSY DAYS 

PAGE 
RCC 

86 
851.277 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®system V6.2a2 

FIRST AND LAST 
DAY UNDER TEST 

DATE OF 
NECROPSY ............................................................................ 

16 M KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
17 M KO KO 28· 24-DEC-03 20-JAN-04 21.-JAN-04 
18 M KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
19 M KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
20 M KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 .............................................. ' ............................... 
46 F KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
47 F KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
48 F KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
49 F KO KO 28 24-DEC-03 20-JAN-04 21.-JAN-04 
50 F KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 

Art ACHMENT PAGI: 917 
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PATHOLOGY RBPORT 
INDIVIDUAL ANIMAL DATA 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

Iii -: RAT, 28-DAY, ORAL (G 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 03, SO MG/KG 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

SPLEEN: 
-Hematopoiesis, extramedullary, grade l 

-Hemosiderin, grade l 
MESENTERIC LYMPH NODE: 

-Lymphoid hyperplasia, grade 2 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MlCROSCOP!C FINDINGS 

SPLEEN: 
Organ examined, no pathologic findings noted 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

Sanitized Version 

PAGE 
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87 
851277 

PATHOL. NO.: 20043 KOD 
DATE 23 -JUL-04 
PathData®System VG.2a2 

MALE 

* ANIMAL NO. : 

* ANIMAL NO. : l7 
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PATHOLOGY REPORT 
INDIVIDUAL ANIMAL DATA 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

c.I"T, 28-DAY, ORAL 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 03, SO MG/KG 

* STATE AT NECROPSY: KO 
DAYS ON TEST 

* NECROPSY FINDINGS 

28 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

SPLEEN: 
Organ examined, no pathologic findings noted 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 2 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

Sanitized Version 

PAGE 
RCC 

88 
851277 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®system V6.2a2 

MALE 

* ANIMAL NO. : 18 

* ANIMAL NO. : 19 
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PATHOLOGY REPORT 
INDIVIDUAL ANIMAL DATA 

TEST ARTICLE 
TEST SYSTSM 
SPONSOR 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROU? : 03, 50 MG/KG 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

MESENTERIC LYMPH NODE: 
Organ examined, no pathologic findings noted 

Sanitized Version 

PAGE 
RCC 

89 

851277 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®system V6.2a2 

MALE 

* ANIMAL NO. : 20 

ATT ACHMiftT PAOI$>. 
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Sanitized Version 

PATHOLOGY REPORT 
INDIVIDUAL ANIMAL .t>ATA 

TEST ARTICLE • • 
TEST SYSTEM H:;T, 28-DAY, ORAL (~E) 

SPONSOR 1.111 -
TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 03, 50 MG/KG 

* STATE AT NECROPSY: KO 
DAYS ON TEST 

* NECROPSY FINDINGS 

UTERUS: 

28 

PAGE 
RCC 

90 
851.277 

PATHOL. NO.: 20043 KOD 
DATB 23-JUL-04 
PathData®system V6.2a2 

FEMALE 

* ANIMAL NO. : 46 

01: BOTH HORNS: DILATION, 0=5 MM, CONTAINS WATERY FLUID. 
NO OTHER NECROPSY OBSERVATIONS NOTED 

* MICROSCOPIC FINDINGS 

SPLEEN: 
-Hematopoiesis, extramedullary, grade l 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 2 

UTERUS: 
-Cornual dilation 
This finding corresponds to necropsy observation no: Ol.. 

* STATE AT NECROPSY: KO 
DAYS ON TEST 

* NECROPSY FINDINGS 

28 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

SPLEEN: 
-Hematopoiesis, extramedullary, grade l 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 2 

* ANIMAL NO. : 47 
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PATHOLOGY REPORT 
INDIVID~AL ANIMAL DATA 

TEST ARTICLE 
TEST SYSTEM 

SPONSOR 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 03, 50 MG/KG 

* STATE AT NECROPSY: KO 
DAYS ON TEST 

* NECROPSY FINDINGS 

28 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 2 

• STATE AT NECROPSY: KO 
DAYS ON TEST 28 

PAGE 
RCC 

Sanitized Version 

9~ 

851277 

PATROL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®System VG.2a2 

FEMALE 

* ANIMAL NO. : 48 

* ANIMAL NO. : 49 

.............................................................................. 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

SPLEEN: 
Organ examined, no pathologic findings noted 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 2 
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Sanitized Version 

PATHOLOGY REPORT 
INDIVIDUAL ANIMAL DATA 

TEST ARTICLE 
TEST SYSTEM 

SPONSOR 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 03, 50 MG/KG 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

THYMUS: 
01: FOCUS/FOCI, D-1 MM, MANY, DARK REO. 

NO OTHER NECROPSY OBSERVATIONS NOTED 

* MICROSCOPIC FINDINGS 

THYMUS: 

PAGE 
RCC 

92 
851277 

PATHOL. NO.: 20043 KOO 
DATE 23-JUL-04 
PathDaea®system V6.2a2 

FEMALE 

* ANIMAL NO. : 50 

Organ examined, no pathologic findings noted 
No microscopic finding corresponding to necropsy observation no. 01. 

SPLEEN: 
-Atrophy PALS, grade 1 
-Atrophy mantle zone, grade 2 

MESENTERIC LYMPH NODE: 
-Lymphoid atrophy, grade l 
-Sinus dilation, focal, grade 2 

ATl' AQH:MI!NT PAGE 9123 
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Sanitized Version 

PATHOLOGY REPORT PAGE 93 
INDIVIDUAL ANIMAL DATA RCC 851277 

TEST ARTICLE PATHOL. NO.: 20043 KOD 
TEST SYSTEM DATE 23-JUL-04 
SPONSOR PathData®system V6.2a2 

ANIMAL HEADING DATA 
DOSE GROUP : 04, 1.50 MG/KG 

ANIMAL SEX DEFINED AND FINAL TEST FIRST AND LAST DATE OF 
NUMBER M/F STATE OF NECROPSY DAYS DAY UNDER TEST NECROPSY 

...................................................................... •· .... 
21 M KO KO 28 24-0EC-03 20-JAN-04 21-JAN-04 
22 M 1<0 KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
23 M KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
24 M KO KO 28 24·-DEC-03 20-JAN-04 21.-JAN-04 
25 M KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
26 M Rl Rl 28 24-DEC-03 20-JAN-04 04-FEB-04 
27 M Rl. Rl 28 24-DEC-03 20-JAN-04 04-FEB-04 
28 M R1 Rl 28 24-DEC-03 20-JAN-04 04-FEB-04 
29 M Rl Rl 28 24-DEC-03 20-JAN-04 04-FEB-04 
30 M Rl. Rl 28 24-DEC-03 20-JAN-04 04-FEB-04 

................................ • •• t .......................................... 

51 F I<O +l 17 24-DEC-03 09-JAN-04 09~JAN-04 

52 F KO KO 28 24-DEC-03 20-JAN-04 21-JAN-04 
53 F KO KO 28 24-DEC-03 20-JAN-04 2~-JAN-04 

54 F KO KO 28 24-DEC-03 20-JAN-04 2~-J.AN-04 

55 F KO KO 28 24-DEC-03 20-JAN-04 21-J.AN-04 
56 F Rl Rl. 28 24-DEC-03 20-JAN-04 04-FEB-04 
57 F R1 R~ 28 24-DEC-03 20-JAN-04 04 -FEB-04 
sa F Rl. Rl 28 24-DEC-03 20-JAN-04 04-FEB-04 
59 F Rl. RJ. 28 24-DEC-03 20-JAN-04 04-FEB-04 
60 F R1 R~ 28 24-0EC-03 20-JAN-04 04-FEB-04 
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PATHOLOGY REPORT 
INDIVIDUAL ANIMAL DATA 

PAGE 
RCC 

94 
851277 

TEST ARTICLE 
TEST SYSTEM 

SPONSOR 

PATHOL. NO.: 20043 KOD 
: RAT, 28-DAY, ORAL DATE 23-JUL-04 0: ..... __ _ 

PathData®system V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04, 150 MG/KG 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 * ANIMAL NO. : 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDrNGS 

HEART: 
-Mononuclear cell focus/foci, interventricular spetum, grade l 

TRACHEA: 
-submucosal mononuclear cell infiltrate, grade 1 

LIVER: 
-Mononuclear cell focus/foci, grade l 
-Bile duct hyperplasia, grade l 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Hyaline droplets, unilateral, grade 2 
-Mononuclear cell focus/foci, unilateral, grade 1 
-Tubular basophilia, bilateral, grade 1 

STOMACH: 
-Hyalin inclusions, grade 1 
-Increased submucosal inflammatory infiltrate, grade l 

PEYER'S PATCHES: 
-Mineralization 

EPIDIDYMIDES: 
-Mononuclear focus/foci, in fatty tissue, unilateral, grade 2 

TESTES: 
-Mononuclear cell focus/foci, unilateral, grade 1 
-Tubular vacuolization, focal, unilateral, grade ~ 

THYROID GLAND (BOTH LOBES) : 
-Activation, bilateral 

A T1 ACHM£.Nf PAG-E 925 

MALE 
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Sanitized Version 

PATHOLOGY REPOR~ 
INDIVIDUAL ANIMAL DATA 

PAGE 
RCC 

95 
851277 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

T, 28-DAY, ORAL 
PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®system V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04 1 150 MG/KG 

CONT./FF. ANIMAL NO. : 

PARATHYROID GLANDS: 
Only one of paired organs examined/present· 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 * ANIMAL NO. : 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

HEART: 
-Mononuclear cell focus/foci, subepicardial, left ventr., 
grade l 

-Mineralization, aorta 
TRACHEA: 

-Submucosal mononuclear cell infiltrate, grade l 
LIVER: 

-Mononuclear cell focus/foci, grade 1 
-Bile duct hyperplasia, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Hyaline droplets, bilateral, grade 1 
-Mononuclear cell focus/foci, unilateral, grade 1 
-Tubular mineralization, unilateral/ grade 1 
-Tubular basophilia, unilateral, grade 1 

STOMACH: 
-Hyalin inclusions, grade ~ 
-Vacuolation limiting ridge, grade 1 

ATTAC.NMIHT P._ 926 
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PATHOLOGY REPORT 
INDIVIDUAL ANIMAL DA'l'A 

PAGE 
RCC 

96 
851277 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

PATHOL. NO.: 20043 KOD 
DATB 23-JUL-04 
PathData®System V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04, 150 MG/KG 

CONT ./FF. ANIMAL NO. : 

-Hyperkeratosis limiting ridge, grade l 
-Increased submucosal inflammatory infiltrate, grade 1 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade 1 

THYROID GLAND (BOTH LOBES} : 
-Cyst/Cysts, unilateral 
-Activation, bilateral 

PARATHYROID GLANDS: 
Only one of paired organs examined/present 

ADRENAL CORTICES: 
-Vacuolation zona fasciculata, unilateral, grade J. 
-Hypertrophy, zona fasciculata, diffuse, bilateral, grade 1 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Adherent lymphatic tissue 

HEART: 

* .ANIMAL NO. : 

-Mononuclear cell focus/foci, left ventricular myocardium, 
grade 1 

TRACHEA: 
-submucosal mononuclear cell infiltrate, grade l 
-Glandular dilation, grade 1 

MALE 

23 
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INDJ:VIDUAL ANIMAL DATA 

PAGE 
RCC 

97 
851277 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
Pa thDa ta ®system V6. 2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04, 150 MG/KG 

CONT ./FF. ANIMAL NO. : 

LIVER: 
-Mononuclear cell focus/foci, grade 1 
-Fatty change, zentrilobular, grade 1 
-Bile duct hyperplasia, grade l 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

KIDNEYS: 
-Hyaline droplets, grade 1 in contralateral organ, unilateral, 
grade 2 

-Tubular basophilia, bilateral, grade l 
STOMACH: 

-Epithelial hyperplasia, limiting ridge, grade 1 
-Hyperkeratosis limiting ridge, grade 1 
-Increased submucosal inflammatory infiltrate, grade l 
-Mononuclear cell focus/foci, glandular, grade 1 

LUNG: 
-vascular mineralization, grade l 
-Alveolar macrophages, grade l 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade 1 

THYROID GLAND (BOTH LOBES) : 
-Cyst/Cysts, unilateral 

PARATHYROID GLANDS: 
Only one of paired organs examined/present 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

MALE 

23 
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Sanitized Version 

PATHOLOGY REPORT 
INDIVIDUAL ANIMAL DATA 

PAGE 
RCC 

9B 
851277 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

PATHOL. NO.: 20043 KOO 
DATE 23-JUL-04 
PathData®system V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : ·04 I 150 MG/KG 

* STATE AT NECROPSY: KO 
DAYS ON TEST 

* NECROPSY FINDINGS 

28 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Adherent lymphatic tissue 

HEART: 

* .ANIMAL NO. : 

-Mononuclear cell focus/foci, papillary muscle, grade 1 
LIVER: 

-Mononuclear cell focus/foci, grade 2 
-Fatty change, zentrilobular, grade 2 
-Bile duct hyperplasia, grade l 

SPLEEN: 
-Hematopoiesis, extramedullary, grade l 

MESENTERIC LYMPH NODE: 
-Lymphoid atrophy, grade l 

KIDNEYS: 
-Hyaline droplets, bilateral, grade 1 
~Mononuclear cell focus/foci, unilateral, grade l 
-Tubular basophilia, unilateral, grade 1 

STOMACH: 
-Hyalin inclusions, grade l 
-Increased submucosal inflammatory infiltrate, grade 1 

DUODENUM: 
-Submucosal fibrosis, grade 1 

LUNG: 
-Vascu:ar mineralization, grade 1 

TESTES: 
-Tubular vacuolization, unilateral, grade 1 
-Tubular degeneration, unilateral, grade 1 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade 1 

ATTACHMENT PAGI£ 9;29 
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PATHOLOGY REPORT 
INDIVIDUAL ANIMAL DATA 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

T, 28-DAY, ORAL 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04, 150 MG/KG 

PAGE 
R9C 

99 
851277 

PATHOL. NO.: 20043 KOO 
DATE 23-JUL~04 

PathData~System V6.2a2 

MALE 

CONT./FF. ANIMAL NO. : 24 

PARATHYROID GLANDS:_ 
Tissue not present for histologic examcination 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

LIVER: 
-Mononuclear cell focus/foci, grade 1 
-Fatty change, zentrilobular, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid atrophy, grade 1 

KIDNEYS: 
-Tubular mineralization, unilateral, grade 1 
-Tubular basophilia, unilateral, grade 1 

STOMACH: 
-Hyalin inclusions, grade l 

BONE MARROW: 
-Fatty replacement, grade 1 

LUNG: 
-Vascular mineralization, grade l 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade 2 

THYROID GLAND (BOTH LOBES) : 
-Activation, bilateral 

* ANIMAL NO. : 25 
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PATHOLOGY REPORT 
INDIVIDUAL AN:IMAL DATA 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04, 150 MG/KG 

PAGE 
RCC 

100 
851277 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData~System V6.2a2 

MALE 

CONT./FF. ANIMAL NO. : 25 

PROSTATE GLAND: 
-Prostatitis, chronic, grade 2 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: Rl 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Cyst/Cysts 

HEART: 

* ANIMAL NO. : 

-Mononuclear cell focus/foci( interventricular septum, grade l 
LIVER: 

-Mononuclear cell focus/foci, grade ~ 
-Bile duct hyperplasia, grade 1 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 2 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Hyali~e droplets, bilateral, grade l 
-Tubular mineralization, unilateral, grade 1 
-Pelvic cast, unilateral 

STOMACH: 
-Vacuolation limiting ridge, grade l 

ATTACtiMSNT PAGf! $31 
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INDIVIDUAL ANIMAL DATA 

TEST ARTICLE 

TEST SYSTEM ~.: T., 28-DAY, ORAL ~E) 
SPONSOR ~ .... 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
.DOSE GROUP : 04, 150 MG/KG 

PAGE 
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851277 

PATHOL. NO. : 20043 I<OD 
DATE 23-JUL-04 
PaehDataesystem V6.2a2 

MALE 

CONT./FF. ANIMAL NO. : 26 

BONE MARROW: 
-Focal fibrosis 

LUNG: 
-Vascular mineralization, grade l 
-Mononuclear cell focus/foci, supleural, grade l 

THYROID GLAND (BOTH LOBES) : 
-Activation, bilateral 

PARATHYROID GLANDS: 
Tissue not present for histologic examination 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: Rl 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

THY'MtJS: 
-Cyst/Cysts 

TRACHEA: 
-Adherent lymphatic tissue, grade 1 

LIVER: 
-Mononuclear cell focus/foci, grade 1 
-Bile duct hyperplasia, grade 1 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 2 
-Hemosiderin, grade l 

~~~-~-----_o.~- ~--

* ANIMAL NO. : 27 
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INDIVIDUAL ANIMAL DATA 

PAGE 
RCC 

102 
851277 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

PATHOL. NO. : 20043 KOD 
DATE 23 -JUL- 04 
Pa~ata®system V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04, 150 MG/KG 

CONT. / FF. ANIMAL NO. : 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Hyaline droplets, bilateral, grade 2 
-Mononuclear cell focus/foci, bilateral, grade 1 
-Tubular basophilia, bilateral, grade 1 
-Tubular cast/casts, unilateral, grade 1 

URINARY BLADDER: 
-Proteinaceous material, grade 1 

STOMACH: 
-Vacuolation limiting ridge, grade 1 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade 1 

THYROID GLAND {BOTH LOBES): 
-Activation, bilateral 

ADRENAL CORTICES: 
-Fibrosis, focal, zona fasciculata, unilateral 1 grade ~ 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: Rl 
DAYS ON TEST 28 * ANIMAL NO. : 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

ATTACHMJiNT PAGe 933 
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INDIVIDUAL ANIMAL PATA 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04, 150 MG/KG 
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85~277 

PATROL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData~system V6.2a2 

MALE 

CONT./FF. ANIMAL NO. : 28 

• MICROSCOPIC FINDINGS 

THYMUS: 
-cyst/Cysts 

TRACHEA: 
-Submucosal mononuclear cell infiltrate, grade 1 

LIVER: 
-Mononuclear cell focus/foci, grade 1 
-Bile duct hyperplasia, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Hyaline droplets, bilateral, grade 1 
-Tubular basophilia, unilateral, grade l 

STOMACH: 
-Hyalin inclusions, grade 1 
-Vacuolation limiting ridge, grade 1 

THYROID GLAND (BOTH LOBES} : 
-cyst/Cysts, bilateral 
-Activation, bilateral 

PARATHYROID GLANDS: 
Only one of paired organs examined/present 

ADRENAL CORTICES: 
-Vacuolation zona fasciculata, bilateral, grade 2 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 
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PAGE 
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851277 

TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

PATHOL. NO. : 20043 KOD 
DATE 23-JUL-04 
Pa thDataC!>System V6'. 2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04, 150 MG/KG 

* STATE AT NECROPSY: Rl 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

THYMUS: 
01: FOCUS/FOCI, 0=7 MM, DARK RED. 

NO OTHER NECROPSY OBSERVATIONS NOTED 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Congestion 

* ANIMAL NO. : 

This finding corresponds to necropsy observation no: 01. 
-Adherent lymphatic tissue 

HEART: 
-Mononuclear cell focus/foci, right ventricular, grade 1 

LIVER: 
-Mononuclear cell focus/foci, grade 1 
-Fatty change, zone l, grade 1 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Tubular basophilia, bilateral, grade l. 

LUNG: 
-Vascular mineralization, grade 1 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade 1 

PARATHYROID GLANDS: 
Tissue not present for histologic examination 

ADRENAL CORTICES: 
-Vacuolation zona fasciculata, unilateral, grade 1 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 
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TBST ARTICLE 
TEST SYSTEM 
SPONSOR 

PATHOL. NO.: 20043 KOD 
DATE 23-J'UL-04 
PatbData®system V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04, ~50 MG/KG 

* STATE AT NECROPSY: R1 
DAYS ON TEST 

* NECROPSY FINDINGS 

28 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Adherent lymphatic tissue 

HEART: 

* ANIMAL NO. : 

-Mononuclear cell focus/foci, left ventricular myocardium, 
grade 1 

TRACHEA: 
-Submucosal mononuclear cell infiltrate, grade 1 

LIVER: 
-Mononuclear cell focus/foci, grade 1 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

MESENTERIC LYMPH NODE: . 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Tubular basophilia, unilateral, grade 1 

-Cortical fibrosis, unilateral, grade 1 
STOMACH: 

-Hyalin inclusions, grade l 
PEYER'S PATCHES: 

-Mineralization 
LUNG: 

-Vascular mineralization, grade l 
MANDIBULAR LYMPH NODES: 

-Plasmacytosis, bilateral, grade l 
PARATHYROID GLANDS: 

Only one of paired organs examined/present 
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 
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28-DAY, ORAL 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04l 150 MG/KG 

* STATE AT NECROPSY: K0/+1 

PAGE 
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106 
851277 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
Pa~hData®system VG.2a2 

FEMALE 

DAYS ON TEST 17 * ANIMAL NO. : 51 

* NECROPSY FINDINGS 

LUNG: 
01: DISCOLORATION, DARK RED. 

NO OTHER NECROPSY OBSERVATIONS NOTED 

* MICROSCOPIC FINDINGS 

TRACHEA: 
-Submucosal mononuclear cell infiltrate, grade 1 

LIVER: 
-Congestion 
-Mononuclear cell focus/foci, grade 1 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 
-Atrophy mantle zone, grade 1 
-Atrophy red pulp, grade 1 

KIDNEYS: 
-Tubular mineralization, unilateral, grade ~ 
-Tubular basophilia, unilateral, grade l 

VAGINA: 
-Proestrus 

PEYER'S PATCHES: 
-Mineralization 

LUNG: 
-Congestion 
This finding corresponds to necropsy observation no: Ol. 

-Hemorrhage, alveolar, acute, grade 1 
-Vascular mineralization, grade 1 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade 1 

PARATHYROID GLANDS~ 
Only o~e of paired organs examined/present 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathDaea 0system V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04 I 1:5 0 MG/ KG 

CONT./FF. ANIMAL NO. : 

ADRENAL CORTICES: 
-Vacuolation zona fasciculata, bilateral, grade l 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Cyst/Cysts 

TRACHEA: 

* ANIMAL NO. : 

-Submucosal mononuclear cell infiltrate, grade l 
LIVER: 

-Mononuclear cell focus/foci, grade l 
-Fatty change, periportal, grade 2 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

KIDNEYS: 
-Mononuclear cell focus/foci, unilateral, grade l 
-Tubular basophilia, unilateral, grade l 
-cortical fibrosis, unilateral, grade l 

STOMACH: 
-Mononuclear cell focus/foci, grade l 

VAGINA: 
-Diestrus 
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PAGE 
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851277 

PAT.UOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®System V6.2a2 

FEMALE 

CONT. /FF. ANIMAL NO. ; 52 

PEYER'S PATCHES: 
-Mineralization 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade 2 

PARATHYROID GLANDS: 
only one of paired organs examined/present 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: KO 
DAYS ON TEST 

* NECROPSY FINDINGS 

28 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

LIVER: 
-Mononuclear cell focus/foci, grade 1 

SPLEEN: 
-Hematopoiesis, extramedullary, grade l 

KIDNEYS: 
-Tubular mineralization, unilateral, grade 1 

-Tubular basophilia, unilateral, grade 1 

STOMACH: 
-Hyalin inclusions, grade 1 

VAGINA: 
-Proestrus 

LUNG: 
-Alveolar macrophages, grade l 

,. ANIMAL NO. : 53 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

28-DAY, 
PATEIOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®System V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04, 150 MG/KG 

CONT./FF. ANIMAL NO. : 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade 1 

THYROID GLAND {BOTH LOBES) : 
-Activation, bilateral 

PARATHYROID GLANDS: 
Tissue not present for histologic examination 

ADRENAL CORTICES: 
-Hypertrophy, zona fasciculata, focal, unilateral, grade l 

SCIATIC NERVE (LEFT) : 
-single fiber degeneration, grade l 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: KO 
DAYS ON TEST 28 * ANIMAL NO. : 

FEWU.E 

53 

54 
........ ' ............ ' .................. ·, .................................. "' 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

LIVER: 
-Mononuclear cell focus/foci, grade 1 

SPLEEN: 
-Hematopoiesis, extramedullary, grade ~ 
-Atrophy PALS, grade 1 
-Atrophy mantle zone, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Tubular mineralization, unilateral, grade 1 
-Tubular basophilia, unilateral, grade 1 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

28-DAY, ORAL ( 
PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®system V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04, 150 MG/KG 

CONT./FF. ANIMAL NO. : 

STOMACH: 
-Hyalin inclusions, grade 1 

UTERUS: 
-Mononuclear cell focus, adventitial, grade l 

VAGINA: 
-Metestrus 

PEYER'S PATCHES: 
-Mineralization 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade 2 

THYROID GLAND (BOTH LOBES}: 

-Cyst/Cysts, unilateral 
PARATHYROID GLANDS: 

only one of paired organs examined/present 
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

• STATE AT NECROPSY: KO 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Adherent lymphatic tissue 

HEART: 

* ANIMAL NO. : 

-Mononuclear cell focus/foci, left ventricular myocardium, 
grade l 
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TEST ARTICLE • D 
TEST SYSTEM ~T, 28-DAY, ORAL (~GE) 
SPONSOR ~~~·i1111111111111111111~ 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL~04 

PathData®system V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04, 150 MG/KG 

CONT./FF. ANIMAL NO. : 

TRACHEA: 
-Submucosal mononuclear cell infiltrate, grade 1 

LIVER: 
-Mononuclear cell focus/foci, grade l 
-Fatty change, periportal, grade l 
-Bile duct hyperplasia, grade l 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

STOMACH: 
-Hyalin inclusions, grade 1 
-Increased submucosal inflammatory infiltrate, grade l 

VAGINA: 
-Metestrus 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade 1 

THYROID GLAND (BOTH LOBES) : 
-Activation, bilateral 

PARATHYROID GLANDS: 
Only one of paired organs examined/present 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 

* STATE AT NECROPSY: Rl 
DAYS ON TEST 28 * ANIMAL NO. : 

FEMALE 

55 

56 

..... - ................... " ................. ,. ............................. . 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 
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TEST ARTICLE 
TEST SYSTEM 

SPONSOR 

I --- J 
~T, 28-DAY, ORAL (~) 

PATHOL. NO.: 20043 KOD 

DATE 23-JUL-04 
PathData®system V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04, 150 MG/KG 

* MICROSCOPIC FINDINGS 

THYMUS: 
-cyst/Cysts 

TRACHEA; 
-Adherent lymphatic tissue, grade 1 

LIVER: 
-Mononuclear cell focus/foci, grade 1 

SPLEEN: 

CONT./FF. ANIMAL NO. : 

-Hematopoiesis, extramedullary, grade l 
-Atrophy red pulp, grade l 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Mononuclear cell focus/foci, unilateral, grade 1 

-Tubular basophilia, unilateral, grade 1 
STOMACH: 

-Mucosal cyst 
DUODENUM: 

-Mucosal cyst 
VAGINA: 

-Estrus 
PEYER'S PATCHES: 

Tissue not present for histologic examination 
MANDIBULAR LYMPH NODES: 

-Plasmacytosis, bilateral, grade 1 

THYROID GLAND {BOTH LOBES) : 
-Thymic remnant, unilateral 

PARATHYROID GLANDS: 
Only one of paired organs examined/present 

CEREBRUM: 
-Mononuclear cell focus, plexus chorioideus, grade 1 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

!?ATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
Fa thDa ta ®sys tern V6. 2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04, 150 MG/KG 

* STATE AT NECROPSY: R~ 

DAYS ON TEST 28 * ANIMAL NO. : 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Cyst/Cysts 

LIVER: 
-Mononuclear cell focus/foci, grade 1 

SPLEEN: 
-Hemosiderin, grade 1 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Tubular basophilia, unilateral, grade 1 

STOMACH: 
-Hyalin inclusions, grade 2 

VAGINA: 
-Metestrus 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade l 

THYROID GLAND (BOTH LOBES) : 
-Cyst/Cysts, unilateral 

PARATHYROID GLANDS: 
Only one of paired organs examined/present 

ADRENAL CORTICES: 
-Vacuolation zona fasciculata, bilateral, grade 1 
.-Hyper~rophy, zona fasciculata, bilateral, grade 1 

CEREBRUM: 
·Cyst, basal 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®system V6.2a2 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04, 150 MG/KG FEMALE 

* STATE AT NECROPSY: Rl 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Adherent lymphatic tissue 

HEART: 

* ANIMAL NO. : 

-Mononuclear cell focus/foci, right ventricular myocardium, 
grade 1 

LIVER: 
-Mononuclear cell focus/foci, grade 1 
-Fatty change, zone 2, grade l 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia·, grade 3 

KIDNEYS: 
-Mononuclear cell focus/foci, unilateral, grade 1 
-Tubular mineralization, unilateral, grade 1 
-Cortical fibrosis, unilateral, grade 1 

VAGINA: 
-Metestrus 

PEYER'S PATCHES: 
Tissue not present for histologic examination 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade l 

PARATHYROID GLANDS: 
Tissue not present for histologic examination 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 
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TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04, 150 MG/KG 

* STATE AT NECROPSY: Rl 

PAGE 
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llS 
851277 

PATHOL. NO.: 20043 KOD 
DATE 23-JUL-04 
PathData®system V6.2a2 

FEMALE 

DAYS ON TEST 26 * ANIMAL NO. : 59 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Adherent lymphatic tissue 
-Cyst/Cysts 

TRACHEA: 
-Submucosal mononuclear cell infiltrate, grade l 

LIVER: 
-Mononuclear cell focus/foci, grade l 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

VAGINA: 
-Diestrus 

PEYER'S PATCHES: 
-Mineralization 

THYROID GLAND (BOTH LOBES) : 
-Thymic remnant, unilateral 

PARATHYROID GLANDS: 
Only one of paired organs examined/present 

SCIATIC NERVE (LEFT) : 
-Single fiber degeneration, grade l 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 
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TEST ARTICLE 
TEST SYSTEM 
SPONSOR 

TEXT OF GROSS AND MICROSCOPIC FINDINGS 
DOSE GROUP : 04, 150 MG/KG 

* STATE AT NECROPSY: Rl 
DAYS ON TEST 28 

* NECROPSY FINDINGS 

NO NECROPSY OBSERVATIONS NOTED. 

* MICROSCOPIC FINDINGS 

THYMUS: 
-Adherent lymphatic tissue 

LIVER: 
-Mononuclear cell focus/foci, grade 1 
-Bile cuct hyperplasia, grade 1 

SPLEEN: 
-Hematopoiesis, extramedullary, grade 2 

MESENTERIC LYMPH NODE: 
-Lymphoid hyperplasia, grade 3 

KIDNEYS: 
-Hyaline droplets, unilateral, grade 1 

VAGINA: 
-Metestrus 

PEYER'S PATCHES: 
Tissue not present for histologic examination 

MANDIBULAR LYMPH NODES: 
-Plasmacytosis, bilateral, grade 1 

PARATHYROID GLANDS : 
Only one of paired organs examined/present 

PAGE 
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PATHOL. NO.: 20043 KOD 
DATE 23-JtJL-04 
PathData®system V6.2a2 

FEMALE 

* ANIMAL NO. : 60 

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS. 
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• Sanitized Version 

RCC Ltd, CH-4452 ltingen/Switzerland 

TEST ITEM 
TEST SYSTEM 
STUDY TYPE : 28-Day Oral Toxicity (Gavage) 

Study 

STATEMENT OF COMPLIANCE 

' 

RCC STUDY NUMBER 851277 

PATH. NO : 200043 KOD 
DATE ~..1-JUN-04 :-\ 

SPONSOR ~···-~ 

The undersigned hereby declares that the study phase Necropsy and Histotechnology has 
been performed in compliance with the 

Swiss Ordinance relating to Good laboratory Practice, adopted February 2nd. 2000 [RS 
813.016.5]. This Ordinance is based on the OECD Principles of Good Laboratory Practice, 
as revised in 1997 and adopted November 261

h, 1997 by decision of the OECD Council 
[C(97) 186/Final). 

Principal Investigator: K. Weber, PhD 

.. J..: .. f.!f:!l.'}f 
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